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25°. Serotonin Changes in Platelets and Brain Induced 
by Small Daily Doses of Reserpine. Lack of Effect of 
Depletion of Platelet Serotonin on Hemostatic Mechanisms 
B. J. HAVERBACK, T. F. Dutcuer, P. A. SHore, E. G. 
Towicn, L. L. Terry, and B. B. Bropie. New England 
Jornal of Medicine [New Engl. J. Med.] 256, 343-345, 
Feb. 21, 1957. 1 fig., 25 refs. 


jt is now well known that the vasoconstrictor substance 
serotonin (5-hydroxytryptamine (SHT)) is released from 
thc blood platelets when blood clots. In order to test 
the suggestion put forward by many workers that 5HT 
is involved in haemostasis the authors, in the studies 
here reported from the National Institutes of Health, 
Be:hesda, Maryland, have made use of the observation 
that reserpine depletes platelets of their bound SHT. 
They demonstrated this depletion fluorometrically in 9 
subjects who had been treated with small doses of 
reserpine, in 4 cases 0-5 mg. twice daily for 10 to 14 days 
and in 5 cases 0-5 to 1-5 mg. daily for 3 months. 

Despite the absence of 5HT from the platelets no 
significant change was detected in bleeding time, clotting 
time, one-stage prothrombin time, two-stage pro- 
thrombin concentration, one- and two-stage prothrombin 
utilization, clot retraction time, platelet count, or capillary 
fragility. It is therefore concluded that platelet-bound 
SHT has no obvious role in haemostasis in man. 

In further experiments on guinea-pigs reserpine in 
doses of 0-015 mg. per kg. body weight daily depleted 
nlatelet-bound SHT by about 90°% but lowered the level 
of SHT in brain tissue by only about 30%. 

M. Sandler 


260. Researches into the Mechanism of the Formation of 
Thromboplastin in the Blood. (Recherches sur le méca- 
nisme de la formation de la thromboplastine sanguine) 
Y. BOUNAMEAUX. Acta haematologica [Acta haemat. 
(Basel)] 17, 65-80, Feb., 1957. 4 figs., 29 refs. 


From the results of blood coagulation studies carried 
out at the University Medical Clinic, Ziirich, in which a 
thromboplastin generation test performed according to 
the technique of Duckert was employed, the author 
considers that he has obtained evidence that the initiation 
of blood clotting depends on the plasma Factors V, VIII, 
IX, and X rather than on any factor liberated by lysing 
platelets. He found that in a case of haemorrhagic 
thrombocythaemia there was actually inhibition of 
thromboplastin generation, this function being restored 
when the platelet factor was diluted to normal. Full 
details of the methods used are given and the relevant 
literature is briefly reviewed. M. C. G. Israéls 
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261. Improved L.E. Cell Test Using Finger-prick Blood 
H. Lempert and G. M. Bertyne. British Medical 
Journal [Brit. med. J.] 1, 1041-1043, May 4, 1957. 
3 figs., 15 refs. 


In this paper from Manchester Royal Infirmary the 
authors describe a modification of the L.E. test of 
Snapper and Nathan (Blood, 1955, 10, 718; Abstracts 
of World Medicine, 1956, 19, 260) in which a substrate 
prepared from lymphocytes from a case of chronic 
lymphatic leukaemia is used for the hanging-drop pre- 


paration. L.E. cells were found in all 10 cases of | 


systemic lupus erythematosus studied, results which were 
better than those obtained by defibrination techniques. 
However, occasional cells resembling L.E. cells were 
found in the blood of 2 out of 50 healthy subjects and 
in some patients with rheumatoid arthritis. The sub- 
strate slides, if kept at room temperature, appeared to 
be stable for at least 3 months. E. G. Rees 
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262. Pseudocholinesterase in Early Infancy 
H. LEHMANN, J. Cook, and E. Ryan. Proceedings of 
the Royal Society of Medicine [Proc. roy. Soc. Med.} 
50, 147-150, March, 1957. 1 fig., 18 refs. 


Pseudocholinesterase is an enzyme present in the 
serum which has been shown to destroy acetylcholine 
in vitro. The normal range of enzyme activity in adults 
is from 55 to 125 units, with a mean of 85 units, but 
there is wide variation between individuals. 

It has been reported that in young infants the enzyme 
activity is low. As it has been suggested that a low level 
may be an indication of impaired hepatic function the 
authors, working at St. Bartholomew’s Hospital, London, 
have therefore determined the pseudocholinesterase level 
in the cord blood of 87 newborn infants; the range was 
found to be 34 to 110 units. No correlation could be 
found between the pseudocholinesterase level at birth 
and subsequent jaundice, and there was no significant 
difference between the values for premature and for 
full-term babies. Serial observations showed that 
enzyme activity rose to within the normal adult range 
well before the 8th week of life. E. G. Rees 


263. The Microspectrophotometric Determination of 
Blood Oxygen Saturation in Infants and Children 

M. M. PENNoyerR, M. R. BEHRER, and M. G. KEso. 
Journal of Pediatrics [J. Pediat.) 50, 44-48, Jan., 1957. 
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264. Multiple Myeloma and the Adult Fanconi Syndrome. 
I. Report of a Case with Crystal-like Deposits in the 
Tumor Cells and in the Epithelial Cells of the Kidney. 
Il. Review of Eighteen Cases 

R. L. ENGie and L. A. WALLIS. American Journal of 
[Amer. J. Med.] 22, 5-12 and 13-23, Jan., 1957. 
7 figs., bibliography. 


“The Fanconi syndrome has been attributed to a 
defect in the proximal convoluted tubules of the kidney 
with resulting failure of reabsorption from the glomerular 
filtrate of substances including glucose, phosphate, amino- 
acids, bicarbonate, and possibly potassium and uric 
acid.”” The cause is unknown, but in children it 
appears to be familial, probably due to a Mendelian 
recessive trait associated with cystine storage. A study 
of the literature showed that only 17 cases in adults have 
been reported previously. In adults the pathogenesis 
may be different-sjnce in none of these patients was 
cystine storage demonstrated. 

In the second of these two papers from New York 
Hospital—Cornell Medical Center, New York, the authors 
present a detailed review of these known cases of the 
adult Fanconi syndrome and in the first they describe 
a case of their own in a 38-year-old man. They stress 
that the disease may arise from acquired renal lesions 
and draw attention to the relation between the syndrome 
and multiple myeloma demonstrated in one published 
case and in the fresh case now reported. The onset of 
the syndrome in these cases was insidious, with no pre- 
dilection for persons of any particular age, sex, or 
occupation. In most of the cases the onset was charac- 
terized by pains, tenderness and deformities of the bones, 
disturbances in gait, and muscular weakness; later there 
was osteomalacia with multiple fractures and pseudo- 
fractures, hypophosphataemia with hyperphosphaturia, 
a slightly elevated serum alkaline-phosphatase level, 
massive amino-aciduria but a normal plasma amino-acid 
level, and renal glycosuria. In many cases albuminuria, 
alkaline urine, and mild systemic acidosis were noted, 
and in a few hypokalaemia and hypo-uricaemia. The 
proximal renal tubular function was impaired, but 
glomerular filtration might be normal or only slightly 


diminished. At necropsy on the authors’ patient micro-_ 


dissection techniques demonstrated an abnormally short 
proximal convoluted tubule joined to the glomerulus by 
a narrow, swan-like neck. The histochemical demon- 
stration of the absence of alkaline phosphatase from the 
proximal tubules and the finding of a crystal-like material 
in the epithelium of the convoluted tubules appeared to 
locate the lesion in the proximal convoluted tubules of 
the kidney. 

The nature of the anomaly is obscure. Certainly the 
childhood form appears to be of a hereditary nature, 
while unequivocal family histories were obtained in 3 of 
the reported adult cases. The authors state that exami- 
nation of the urine of relatives for amino-acids is the 
most reliable means at present available of ruling out 
“incomplete” forms of the syndrome. Again, those 
patients in whom the first symptoms occur during late 
childhood probably represent a transitional form of the 
hereditary disease in which cystine storage is absent and 
the systemic upsets of the juvenile form (acidosis, poly- 


uria, febrile attacks) are far less prominent. However, 
there still remain 13 of the 18 cases reviewed in which 
no hereditary factor could be implicated, and the authors 
discuss at length a number of possible hypotheses, 
They conclude that the responsible agent in secondary 
cases of the adult Fanconi syndrome might be either 
a space-occupying deposit in the proximal convoluted 
tubule cells or a chemical toxin affecting the reabsorption 
processes. 

Treatment has been aimed at correction of the symp- 
toms by providing a high daily intake of calcium, phos- 
phorus, and strontium, together with massive doses of 
calciferol, alkalinization of the urine, and administra- 
tions of sex hormones, especially testosterone. The 
authors urge that an attempt to correct the primary 
cause of the syndrome should be made in every case. 

Victor M. Rosenoer 


265. Glycoproteins in Serum from Patients with Myeloma, 
Macroglobulinemia and Related Conditions 

C. B. Laurett, H. LAuRELL, and J. WALDENSTRGM. 
American Journal of Medicine [Amer. J. Med.] 22, 24-36, 
Jan., 1957. 4 figs., 34 refs. 


The “ dysproteinaemias” are chronic conditions 
characterized by a markedly abnormal serum protein 
pattern, and in one type, represented by such systemic 
diseases as multiple myeloma, macroglobulinaemia, and 
certain rare cases of reticulosis or lymphatic leukaemia, 
the electrophoretic pattern shows a_ characteristic 
narrow peak or band in the f- or y-globulin region. 
The shape of this peak suggests that only one, or at most 
a few, of the individual proteins in this region are 
increased in concentration. 

Working at the Universities of Lund and Uppsala, 
Sweden, the authors have studied the electrophoretic 
protein and carbohydrate distribution in the serum of 
30 patients with one of the above diseases and of 85 
healthy subjects. Besides the performance of moving- 
boundary and quantitative paper electrophoresis, the 
following serum values were also determined: total 
protein, protein-bound hexose, protein-bound hexos- 
amine, and protein-bound fucose; in addition, Sia’s test 
for euglobulin with distilled water was performed and 
the electrophoretic polysaccharide pattern (with periodic- 
acid—Schiff) determined. Finally, a new adaptation of 
the method of Werner and Odin for estimating the serum 
sialic acid level was adopted, and this and the other 
methods employed are described in full. [For details the 
original article must be consulted.] In analysing the 
results two assumptions were made in the calculations: 
(1) that with the technique employed all proteins bind 
the same amount of bromphenol blue per unit of weight; 
and (2) that the colour obtained in the various electro- 
phoretic paper segments after oxidation and treatment 
with Schiff’s reagent is proportional to the polysaccharide 
content of the respective segments. These assumptions 
are stated to have good foundation, but the authors point 
out that the figures reported here must be regarded as 
only semiquantitative. 

Of the 30 patients studied, 18 had myeloma, and of 
the remaining 12 patients, 6 had macroglobulinaemia, 
2 lymphatic leukaemia, and 4 had other allied conditions. 
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All the patients’ sera contained one component in the 
ory region in abnormal concentration, which showed 
as a distinct band on paper electrophoresis, but the 
concentration varied from 0-5 g. to 7-7 g. per 100 ml. 
The protein pattern varied from normal in some cases 
to a pattern showing a low serum albumin level and a 
moderately increased a-globulin fraction in others. In 
rormal subjects the protein-bound hexose value is 
r-latively constant and 80° of the glycoproteins are 
found in the «- and £-globulin fractions, but in these 
aonormal sera the protein-bound hexose values varied 
v idely despite the fact that the «-globulin fractions varied 
cnly slightly. Reliable information regarding the carboe 
hydrate content of the pathological fraction could be 
cbtained from the protein-bound hexose value only 


' when the concentration of the latter was at least 1 g. 


per 100 ml.; if the concentration was lower electro- 
;horetic protein fractionation with subsequent staining 
vith periodic-acid—Schiff was necessary. The poly- 
saccharide content of the abnormal protein components 
snowed considerable variation; thus only the abnormal 
components of the serum of patients with macroglobulin- 
«emia presented a relatively uniform picture, all except 
cne showing the same electrophoretic mobility as the 
tulk of the normaly globulins and all of these giving a 
cistinctly positive result with Sia’s water dilution test 
ior euglobulin; further, only sera from cases of macro- 
: lobulinaemia regularly showed the same relatively high 
carbohydrate content. The relationship observed be- 
tween the electrophoretic mobility and polysaccharide 
content of the “ 
‘wo groups of patients suggested that there may be a 
difference in the chemical composition of the abnormal 
components of the serum, and that this difference might 
oossibly be of diagnostic significance. 
Victor M. Rosenoer 


266. The Estimation of the Individual Human Serum 
Proteins by an Immunological Method — 

». G. H. Geti. Journal of Clinical Pathology {J. clin. 
Path.| 10, 67-71, Feb., 1957. 5 figs., 8 refs. 


From the University of Birmingham the author 
describes a serological method for the estimation of 
individual proteins in human serum, in particular y 
globulin, coeruloplasmin, and siderophilin. The method 
depends on the phenomenon described by Ouchterlony 
in which antigen and antibody in agar plates diffuse 
iowards each other to form “lines” of precipitate at 
optimal proportions. Antisera are prepared by hyper- 
immunization of rabbits with purified antigens, and 
suitable dilutions of antiserum found, by preliminary 
tests, which will give satisfactory lines with a range of 
antigen dilutions. The serum to be tested is placed in a 
central cup scooped out in the agar plate, and around it 
are placed six dilutions of the antiserum in similar cups. 
The intensity of the resulting lines of precipitation are 
compared with those produced by standard antigen 
solutions arranged on the same plate. The method 
readily detects the levels of coeruloplasmin and sidero- 
philin normally found in blood, and can detect a con- 
centration of y globulin which is as low as 0-6 mg. per 
100 ml. 


abnormal” serum components of the 
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The author states that by this method it is possible to 
decide within 24 hours whether the concentration of a 
given protein in the serum is within normal limits, and 
if not, to estimate its concentration with an accuracy of 
about +25°%. M. Lubran 


MORBID ANATOMY AND CYTOLOGY 


267. The Changing Neuropathologic Picture of Chronic 
Alcoholism. Prevailing Involvement of the Cerebellar 
Granular Layer 

K. T. NEUBUERGER. A.M.A. Archives of Pathology 
[A.M.A. Arch. Path.] 63, 1-6, Jan., 1957. 4 figs., 24 refs. 


Working at the University of Colorado School of 
Medicine, Denver, the author has carried out a histo- 
pathological study of the brains of 42 alcoholic patients 
aged from 30 to 70 years, and compares his findings with 
those previously reported by himself and others in the 
literature. He confirms the impression that classic 
Wernicke’s disease is becoming increasingly uncommon, 
the characteristic lesions of this syndrome being found 
in only 2 of the present cases. Focal demyelination of 
the corpus callosum, resembling the changes seen in 
Marchiafava—Bignami disease, was found in 2 other cases. 

The most notable changes in the present series were in 
the cerebellar cortex, where there was selective degenera- 
tion of the granular layer, the Purkinje cells being for 
the most part preserved. Such lesions were observed in 
28 (66°%) of the cases, and in 12 of these (28°% of the 
total) the granular layer was completely or almost com- 
pletely obliterated, although no autolytic changes were 
apparent. This damage was of recent origin—the late 
changes associated with severe degeneration were not 
found. The whole cerebellar cortex was diffusely 
affected, the vermis as a rule being the region most 
severely involved. Contrary to what might have been 
expected correspondingly severe changes in the olives 
were not found; cell damage here, when present, was 
relatively slight and probably no greater than that found 
in routine necropsy material. The author considers that 
the granular layer of the cerebellum is particularly vul- 
nerable to certain noxious agents or to lack of certain — 
vital substances. But these lesions cannot be explained 
as being due to circulatory changes or hypoxia. The 
clinical data in this series were insufficient to permit cor- 
relation with the pathological findings. 

R. G. Rushworth 


268. Studies on the Nature of Fibrinoid in the Collagen 
Diseases 

D. Grruin, J. M. Craic, and C. A..JANEWAY. American 
Journal of Pathology {Amer. J. Path.) 33, 55-77, Jan.— 
Feb., 1957. 37 figs., 16 refs. 


Controversy is still rife concerning the nature sah 
origin of the fibrinoid material which is found in the 
lesions of the collagen diseases and of a great variety 
of inflammatory conditions. The authors have developed 
a technique using fluorescein-labelled rabbit antiserum 
against human fibrin which, they claim, is more sensitive 
than the conventional staining methods for the detection 
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of fibrin. Such antiserum has been shown to be specific 
for fibrin and fibrinogen. Working at Harvard Medical 
School and the Children’s Hospital, Boston, they have 
been able to demonstrate the presence of a specific 
reaction in a variety of lesions containing fibrinoid from 
cases of disseminated lupus erythromatosus, rheumatoid 
arthritis, dermatomyositis, rheumatic fever, subacute and 
chronic glomerulonephritis, and periarteritis nodosa. 

It is pointed out that the finding of fibrin (or some 
other, hypothetical, insoluble derivative of fibrimogen) 
in the fibrinoid lesion does not rule out the presence of 
other substances in fibrinoid material, but merely indicates 
that there has been a local conversion of fibrinogen to 
fibrin. This might be brought about by tissue break- 
down products acting upon an excess of plasma proteins 
(of which fibrinogen is one) in the tissue, and the authors’ 
findings give no indication as to the nature of the aetio- 
logical agents causing such tissue breakdown in the 
collagen diseases. 

The article is well illustrated and the full details of the 
techniques employed are recorded. RR. E. Tunbridge 


269. Pathology of the Heart in the Carcinoid Syndrome. 
A Comparative Study 
R. A. MacDonatp and S. L. Rossins. A.M.A. 
Archives of Pathology [A.M.A. Arch. Path.] 63, 103-112, 
Feb., 1957. 7 figs., 35 refs. 


In this important paper from the Boston City Hospital 
the authors describe the changes found in the heart and 
valves in certain cases in which valvular disease of the 
right side of the heart was associated with a widely 
metastatic argentaffinoma (carcinoid tumour) of , the 
gastro-intestinal tract. They also review the cardiac 
lesions in those cases of the carcinoid syndrome which 
have been reported in sufficient detail in the literature 
(20 out of 58 cases). 

Preparations of the heart from approximately 280 cases 
of varying pathology were studied; 44 of these were 
from cases of gastro-intestinal carcinoid, 41 of which, 
including 6 with liver metastases, were not associated 
with valvular changes. In the remaining 3 cases, all 
with liver metastases, there was a pearly-grey thickening 
and stenosis of the pulmonary valves, and in 2 cases the 
tricuspid valve was also thickened, but to a lesser extent. 
The aortic and mitral valves were in all cases normal. 

Microscopically, a peculiar eosinophilic, rather acel- 
lular, fibrous tissue was found superimposed on both 
sides of the valve cusps. Elastic fibrils were absent and 
the underlying endocardium was relatively intact. Thick- 
walled vascular channels (up to 100 x the diameter of an 
erythrocyte) and focal accumulations of lymphocytes and 
other mononuclear cells were found in the parts of this 
tissue adjacent to the valve cusps. A most striking 
feature (best demonstrated by phloxine-methylene blue 
stain) was the presence of numbers of tissue mast cells 
near the vascular channels. Mast cells were not found 
in the tissues of the heart in significant numbers in any 
of the other cases studied, which included 104 cases of 
rheumatic heart disease, 20 cases of myocardial infarc- 
tion, and 24 cases of various collagen diseases, as well 


as cases of bacterial, rheumatic, and non-bacterial . 
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thrombotic endocarditis, fibro-elastosis, and non-specific 
valvular conditions. In only 3 cases (all of rheumatic 
heart disease, 2 with Aschoff bodies) were any focal 
changes found in any way comparable with, though 
distinguishable from, the histological entity of “* carcinoid 
fibrostenosis ”’. 

Although the authors do not formulate a definite 
concept of the pathogenesis of the syndrome, they stress 
(1) that in their own series, as in most previously reported 
series, valvular lesions were present only in those cases 
of carcinoid tumour with widespread metastases, though 
not in all such cases; (2) that all tumours associated 
with such lesions arose in the small intestine; and (3) that 
focal accumulations of inflammatory cells were present 
in all their 3 cases, as well as in another case studied by 
them but not included in this series, and in at least 
6 cases reported in the literature. They suggest that 
valvular changes may be found only when sufficient 
metastases forming serotonin (5-hydroxytryptamine) have 
been formed. The possible role of tissue mast cells in 
the formation of fibrous tissue is mentioned. 

H. E. D. Lloyd 


270. Structural Changes in Pulmonary Arteries in First 
Year of Life 

L. Rosen, D. H. Bowpen, and I. Ucumpa. A.M.A, 
Archives of Pathology [A.M.A. Arch. Path.] 63, 316-317, 
April, 1957. 2 figs., 2 refs. 


271. Sputum Cytology in Patients following Enzyme 
Aerosol Therapy 

L. A. FarsBer. Diseases of the Chest [Dis. Chest] 31, 
169-179, Feb., 1957. 2 figs., 17 refs. 


Enzyme aerosols have been used for a number of 
years to reduce the viscosity of the sputum in lung 
diseases, trypsin and deoxyribonuclease (dornase) being 
the enZymes commonly selected. However, in some 
cases unpleasant reactions and persistent atypical bron- 
chial metaplasia have been observed, and in this paper a 
study of the bronchial cellular changes following enzyme 
aerosol therapy is described. When Strain-A mice, 
which are prone to develop pulmonary neoplasms spon- 
taneously, were given each of the enzymes there was an 
increase in the number of pulmonary tumours in the 
animals receiving dornase, but not in those receiving 
trypsin. An aerosol of trypsin was given to 24 patients 
with pulmonary tuberculosis; 17 of them also received 
occasional inhalations of dornase, but trypsin was the 
enzyme chiefly used. Cytological examination of the 
sputum of 16 of the patients receiving both enzymes 
showed typical and atypical metaplasia in 12. In a 
further investigation 23 patients with pulmonary tuber- 
culosis were given daily inhalations of 20,000 units of 
dornase for 12 to 42 days. Sputum was examined for 
several days before the aerosol was given so that any 
change could be detected, examinations continuing up 
to 18 months after treatment ceased. Some meta- 
plasia was Seen in some of the cases before treatment 
started; after treatment it increased temporarily (pre- 
sumably due to debridement) in 5 and persistently, but 
not progressively, in 2. It would appear that in man 
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trypsin is likely to cause increased metaplasia and 
should therefore be avoided, whereas dornase is safe. 
The reverse holds true for mice. Arthur Willcox 


272. Alveolar Walls in Mitral Stenosis 

R. M. O’NEAL, W. A. THomas, K. T. Lee, and E. R. 
RABIN. Circulation [Circulation (N.Y.)] 15, 64-67, Jan., 
1957. 4 figs., 7 refs. 


The extent and the character of the changes in the 


alveolar walls in mitral stenosis were studied in 95 cases - 


scen at necropsy at Washington University School of 
Medicine, St. Louis, Missouri. Contrary to the observa- 
tions of others, the authors found that the changes in 
these cases were focal rather than widespread in distri- 
bution. Capillary dilatation was the commonest change, 
but even that was slight. The fibrous thickening of the 
alveolar walls, the thickening of the capillary basement 
membrane, and the cuboidal cells lining the alveoli, 
which have been noted by others, were seen in only a 
fiw cases of the present series and, when they did occur, 
were so focal in*distribution as to make it unlikely that 
they could be of any physiological significance. The 
pathogenesis of these changes is briefly discussed. 
J. B. Wilson 


273. Pathology of Eosinophilic Granuloma of the Lung 
Lb. AULD. A.M.A. Archives of Pathology [A.M.A. Arch. 
Path.) 63, 113-131, Feb., 1957. 18 figs., bibliography. 


This report from Fitzsimons Army Hospital, Denver, 
is based on a study of biopsy specimens of 5 cases of 
eosinophilic granuloma of the lung which were available 
to the author, 3 of the cases being described in detail 
and the other 2 having been reported previously. The 
findings in these 5 cases are compared with those in the 
8 others reported in the literature which were proved by 
biopsy. 

Eosinophilic granuloma of lung usually occurs in men 
in the early 20s; the symptoms are mild, of long duration, 
and not accompanied by pyrexia. (Pneumothorax 
occurred in 4 out of the 13 cases here considered, 
physical examination in its absence being unremarkable.) 
Radiography shows diffuse, bilateral, linear or nodular 
shadows. The leucocyte count is usually over 10,000 
per c.mm., with a mild eosinophilia in about half the 
cases, and the erythrocyte sedimentation rate is almost 
always raised. Reversal of the serum albumin: globulin 
ratio may occur. On exploratory thoracotomy blebs or 
cysts may be seen on the surface of the lung. Small 
nodular lesions up to 1-5 cm. in diameter have been 
found to occur throughout the lungs, with a tendency 
to become confluent at the hilum. Subpleurally, these 
nodules are dark grey; on section, greyish-white or tan. 

Microscopically, multiple interstitial granulomata, the 
essential cellular components of which are histiocytes and 
eosinophil granulocytes, are found in association with 
interstitial inflammation in the surrounding alveolar 
septa. (Inactive lesions are free of eosinophils and the 
surrounding tissues are normal.) Old lesions may 
undergo necrosis, the mass being extruded into the 
bronchi. The author stresses that inflammatory changes 
similar to those seen in periarteritis nodosa occur in the 
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arterioles in relation to the lesions. He considers that 
eosinophilic granuloma of the lung, periarteritis nodosa, 
and Loeffler’s syndrome are all related hypersensitivity 
states. He also reviews in detail the undoubted inter- 
relationships between eosinophilic granuloma of bone, 
Hand-Schiiller-Christian syndrome, Letterer—Siwe 
disease, and eosinophilic granuloma of the lung. 
H. E. D. Lloyd 


274. Diffuse Interstitial Pneumonitis; Acute, Fibrcsing, 
and Focal Healing Patterns. Etiology and Malignant 
Potentiality 

K. R. Cross. A.M.A. Archives of Pathology [A.M.A. 
Arch. Path.} 63, 132-148, Feb., 1957. 7 figs., 33 refs. 


The author, writing from the Veterans Administration 
Hospital, lowa City, and State University of Iowa College 
of Medicine, suggests that acute interstitial pneumonitis 
(atypical or virus pneumonia), acute and chronic inter- 
stitial fibrosis (Hamman-—Rich syndrome), and certain 
types of single or multiple lesions of the lungs and pleura 
(variously described as  pseudotumours, fibromata, 
mixed tumours, hamartomata, and mesotheliomata) 
may be progressive manifestations of the same patho- 
logical process. He describes 7 cases in clinical and 
pathological detail to demonstrate that there is consider- 
able overlapping of the features of these diseases. He 
stresses the relationship between changes in the pleura 
and those in the lungs, and points out that in cases with 
focal lesions hyperplastic and anaplastic changes and 
nodules of scarring may be found in the alveoli and 


bronchioles in other parts of the lung, providing evidence . 


of a previous more generalized process. 

The author points out that there have been parallel 
increases in the incidence of all the above diseases in 
recent years, and he suggests that the concomitant 
increase in ornithosis in birds and man may be more 
than coincidental. He believes that the pathology of 
the condition which he calls “ diffuse interstitial pneu- 
monitis ” is in all stages compatible with, and suggestive 
of, a virus disease. He reviews the literature in the light 
of this possibility, drawing attention also to the near- 
malignant anaplasia found in some of his cases. The 
possible relation of such changes to those of adeno- 
matosis and alveolar-celled carcinoma is discussed. 

[A stimulating paper, excellently illustrated.] 

H. E. D. Lloyd 


275. The Pathology of Acute Bronchiolitis—a Study of 
Its Evolution. Part I: The Exudative Phase 

K. H. McLean. Australasian Annals of Medicine [Aust. 
Ann. Med.| 5, 254-266, Nov., 1956 [received Feb., 1957]. 
12 figs., 36 refs. : 


The evolution of acute pulmonary infection was 
studied at the University of Melbourne in serial sections 
of necropsy material from 70 cases. Autolysis was 
minimized by a special technique ofintravenous injection 
with 10° formalin acetate solution which resulted in 
good preservation of the epithelium. Evidence is 


adduced that the basic lesion in the establishment of 
bacterial. infection of the lung is acute bronchiolitis 
following bronchiolar blockage by infected. plugs. 
Normally, such obstructions are rapidly cleared, but if 
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the homeostatic mechanisms of the lung are disturbed - 


by previous virus infection, tenacity of mucus, weakness 
of the cough reflex, or other causes retention of the 
plugs and inflammation are likely to follow. 

G..J. Cunningham 


276. Histopathologic Observations on Bronchial Epi- 
thelium with Special Reference to Carcinoma of the Lung 
R. F. Ryan, J. R. MCDONALD, and O. T. CLAGETT. 
Journal of Thoracic Surgery [J. thorac. Surg.| 33, 264-274, 
Feb., 1957. 7 figs., 8 refs. y 


A comparison of the histological appearances of the 
bronchi proximal to the lesion and on the unaffected 
side in cases of carcinoma of the bronchus with those 
of the proximal bronchi in normal lungs and in cases of 
lung disease other than carcinoma:is reported from the 
Mayo Foundation. The tissues examined in both 
categories included surgical specimens as well as necropsy 
material. 

In routine necropsy specimens the thickness of the 
bronchial epithelium was found to be about 67 pw in 
males and 60 1 in females, but there was no constant 
relationship between thickness and age. In males the 
epithelium of the right main-stem bronchus was thicker 
than that of the left. It was also noted that the over- 
all incidence of squamous metaplasia was greater on 
the right side than on the left. Squamous metaplasia 
was present in 7-8°% of routine necropsy specimens, but 
examination of the sound lung in cases of carcinoma 
occurring in the opposite lung showed that the incidence 
of squamous metaplasia was 44°% and of carcinoma in 
situ 12°%, even though the epithelium was grossly normal. 

R. G. Rushworth 


277. Hepatic Fibrosis and Cirrhosis in Man in Relation 
to Malnutrition 

J. HiGGinson, B. G. GROBBELAAR, and A. R. P. WALKER. 
American Journal of Pathology |Amer. J. Path.) 33, 29-53, 
Jan.—Feb., 1957. 10 figs., 47 refs. 


On the basis of animal experimental evidence it has 
been suggested that a deficiency of certain nutrients may 
account for the high frequency of hepatic lesions. In 
pursuance of this line of thought the authors have made 
a special study of the liver in a series of 876 consecutive 
necropsies and 215 biopsies performed on South African 
Bantu patients at Baragwanath Hospital, Johannesburg. 

The hepatic lesions observed were found to fall into 
three major types: (1) fatty change, seen in infants, due 
to malnutrition and rarely followed by fibrosis and 
necrosis; (2) a fine symptomless portal fibrosis, usually 
associated with deposit of haemosiderin and most 
frequent in the second half of life; (3) a severe cirrhosis, 
in most cases following necrosis and occurring in patients 
of all ages, over 50% of whom developed primary 
malignant proliferation. In infants there was also wide- 
spread liver damage due to malnutrition, this being 
demonstrable by biochemical but not histological 
methods; some of these biochemical abnormalities may 
persist into adult life. 

The aetiology of the histological changes in the liver 
is discussed. The authors consider that malnutrition 
itself may not be as important in adult life as animal 


experiments have suggested, but that it may render the 
liver more susceptible to such hepatotoxic agents as 
siderosis, viruses, and possibly drugs. Malaria is not 
endemic in this region, but mild schistosomiasis is 
prevalent. W. H. Horner Andrews 


278. The Electron Microscopy of Human Liver 

D. B. Brown, C. J. Detor, M. Gremper, and W. J, 
FRAJOLA. Gastroenterology [Gastroenterology] 32, 103- 
118, Jan., 1957. 11 figs., bibliography. 


The fine structure of the cells of the human liver has 
been examined with the electron microscope at the Ohio 
State University, Columbus, Ohio, specimens of liver 
tissue being obtained from 4 healthy subjects by means 
of a Vim-Silverman biopsy needle and fixed in 1% 
osmium tetroxide made isotonic with physiological saline 
and brought to pH 7:3 with sodium acetate—veronal 
buffer. Electron micrographs were taken at magnifica- 
tions ranging from X3,200 to x18,000 and enlarged 
photographically 2:5 to 4 times. The structure of the 
nucleolus, nucleus, mitochondria, endoplasmic reticulum, 
lipid inclusions, vacuoles, cell membrane, intercellular 
spaces, bile canaliculi, and sinusoids is described. A 
comparison with the fine structure of hepatic cells of 
animals, as reported in the literature, showed that the 
human cellular components are similar to those of other 
mammals. A. Wynn Williams 


279. The Incidence of Primary Hepatic Carcinoma in 
Cirrhosis 

R. G. F. PARKER. Proceedings of the Royal Society of 
Medicine [Proc. roy. Soc. Med.| 50, 145-147, March, 
1957. 12 refs. 


In this paper from the London Hospital it is shown 
that malignant change complicates cirrhosis of the liver 
oftener than is generally appreciated. To avoid ambi- 
guity, the author defines the essential feature of cirrhosis 
as being the disorganization of normal lobular architec- 
ture, fibrosis being only a contributory factor. 

Out of 184 cases of hepatic cirrhosis occurring among 
17,732 necropsies performed at the London Hospital 
between the years 1919 and 1955, primary carcinoma 
of the liver was present in 30 cases, that is, in 16-3%, 
or 18-6°%% if only those patients actually dying of hepatic 
disease are considered. It is noted that 27 of these 
cases were in male subjects. The incidence of carcinoma 
in fatal alcoholic cirrhosis was 33-3°%, but this probably 
is a reflection of the differential sex incidence of chronic 
alcoholism. Post-hepatitic cirrhosis was rarely com- 
plicated by malignant change. In about half the cases 
of cirrhosis the condition was of undetermined aetiology. 

Discussing the difference between these results and 
those in some previous reports the author suggests 
that the discrepancy may be more apparent than real, 
arising largely from variations in the definition of the 
term cirrhosis. E. G. Rees 


280. Cell Excretion in Normal Urine 

B. J. HouGHTON and M. A. Pears. British Medical 
Journal [Brit. med. J.) 1, 622-625, March 16, 1957. 
7 figs., 5 refs. 
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Microbiology and Parasitology 


28:. Growth Characteristics of Tubercle Bacilli and 
Certain Other Mycobacteria in HeLa Cells 

C. C. SHEPARD. Journal of Experimental Medicine {J. 
exp. Med.] 105, 39-48, Jan. 1, 1957. 11 figs., 21 refs. 


The author has previously shown that when tubercle 
bacilli are suspended in a balanced salt solution con- 
taining 40°%% horse serum many of the organisms undergo 
phagocytosis by HeLa cells. If now the horse-serum 
m xture is replaced after 24 hours by another containing 
4¢ < human serum the cells suirvive and growth of the 
m: cobacteria can be observed in their cytoplasm. 

‘n further studies carried out at the Communicable 
Di.ease Center (U.S. Public Health Service), Mont- 
gonery, Alabama, fully virulent laboratory strains of 
M-cobacterium tuberculosis were found to grow readily 
ard quickly in the cytoplasm of the cells, forming 
cho racteristic cords. Such growth was also seen with 
36 strains of M. tuberculosis isolated directly from the 
sp itum. Not only did less virulent strains not grow 


so readily, but there was a direct correlation between. 


thir rate of growth and their apparent pathogenicity 
for human beings. Thus two non-pathogenic species, 
M. phlei and M. smegmatis, failed to grow in the cells, 
wiereas M. fortuitum was able to do so, as also were 
\. balnei, M. marinum, and M. platypoecilus provided 
th: temperature of incubation of the cultures was kept 
becween 31° and 35° C. R. Hare 


SEROLOGY AND IMMUNOLOGY 


2:2. A Simplified Method for the Serological Diagnosis 
of Glandular Fever 

A I. Messer. Journal of Clinical Pathology [J. clin. 
Path.] 10, 23-25, Feb., 1957. 6 refs. 


From the Public Health Laboratory, Newcastle upon 

Tyne, the author describes a modification of the Paul— 
Bunnell test for the diagnosis of glandular fever in which 
the principle of inhibition of agglutination is utilized. 
As a source of antigen he employs saline extracts of 
guinea-pig kidney and ox erythrocytes autoclaved at a 
pressure of 15 lb. per sq. in. (1-05 kg. per sq. cm.) 
for 15 minutes and preserved with 0-5°% phenol. For 
the test three sets of doubling dilutions (from 1:2 up- 
wards) of inactivated serum are prepared, each of which 
is treated with an equal volume of saline, guinea-pig 
kidney extract, or ox-cell extract, shaken, and left at 
room temperature for at least an hour. An equal 
volume of 1% sheep erythrocytes is then added and the 
tubes again shaken and immediately centrifuged at 
1,000 r.p.m. for 5 to 10 minutes. The titre recorded is 
the highest dilution of serum in which agglutination 
easily seen with the naked eye occurs. 

In_the examination of sera from 95 patients with 
glandular fever the significant reduction in titre with 


ox-cell extract proved to be 3 or more tubes, the reduction 
being more with high-titre sera. A number of parallel 
tests showed that the reduction in titre in the inhibition 
test approximated to that obtained with an equal volume 
of 20°% ox-cell suspension in the much more laborious 
absorption test. M. Lubran 


283. Antigenic Potency of Poliomyelitis Vaccine. In- 
fluence on Degree and Duration of Vaccine Effect 

J. E. Sack. Journal of the American Medical Association 
[J. Amer. med. Ass.] 162, 1451-1459, Dec. 15, 1956. 
12-figs., 18 refs. 


The amount of virus antigen injected i is the principal 
determinant of the intensity of the immune response. 
This is reflected in the level of antibody induced and/or 
in the degree of immunologic hyperreactivity effected. 
Although antibody, at demonstrable levels, tends to 
persist for long periods, it has also been observed that 
immunologic hyperreactivity continues, even in those 
cases in which antibody has declined to nonmeasurable 
levels. The indications are that immunity to paralysis 
is mediated not only through existing antibody in the 
circulating blood but through the mechanism of immuno- 
logic hyperreactivity that calls forth antibody sufficiently 


rapidly, after exposure, to intercept invasion of the — 


central nervous system even though pharyngeal or 
intestinal infection may have occurred.—[{Author’s 
summary.] 


284 (a). Adenovirus (RI-APC-ARD) Vaccine for Pre- 
vention of Acute Respiratory Illness. 1. Vaccine Develop- 
ment 

M. R. HILLEMAN, M. S. WarrieLtp, S. A. ANDERSON, 
and J. H. WerNeR. Journal of the American Medical 
Association Amer. med. Ass.) 163, 4-9, Jan. 5, 1957. 


-2 figs., 17 refs. 


284 (6). Adenovirus (RI-APC-ARD) Vaccine for Pre- 
vention of Acute Respiratory Illness. 2. Field Evaluation 
R. A. STALLONESs, M. R. HILLEMAN, R. L. GAULD, 
M. S. WARFIELD, and S. A. ANDERSON. Journal of the 
American Medical Association [J. Amer. med. Ass.| 163, 
9-15, Jan. 5, 1957. 4 figs., 13 refs. 


In the first of these two papers from the Walter Reed 
Army Institute of Research, Washington, D.C., the 
authors describe the preparation and testing of a bivalent 
vaccine of adenovirus Types 4 and 7, the strains having 
been isolated from throat washings of patients. Isola- 
tion and early passages of the strains were made in 


human amnion or tracheal cell cultures. The strains- 


were then adapted to growth in monkey kidney cultures, 
After 4 to 7 days’ growth, when the cell sheets were com- 
pletely degenerated, the whole kidney cultures were 
homogenized and centrifuged. The supernatant fluids 
were then filtered through sintered giass of medium 
porosity and treated with formalin. 
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Experiments were then conducted to determine the 
minimum time required to destroy the infectivity of 
Type-4 adenovirus with formalin (freshly redistilled: 
assay 35-1%; final concentration 1 : 4,000) at 36° C., and 
material at various stages of inactivation. The results 
are reported in detail. When 5-ml. volumes of material 
were tested for cytopathogenicity in monkey kidney 
cultures infective virus was still demonstrable after 3 
days, but not after 4 days of inactivation. In guinea- 
pigs neutralizing-antibody response to aqueous antigen 
was low or non-existent, but the antigens were immuno- 
genic when incorporated in a mineral-oil adjuvant. All 
the antigens caused the development in these animals of 
antibody against the “ soluble ” complement-fixing anti- 
gen of the adenovirus group. 

For human use the period of formalin treatment of the 
vaccine was extended to 6 days. Tests made on adult 
volunteers inoculated with the bivalent vaccine showed a 
neutralizing-antibody response against homotypic virus 
Types 4 and 7 and also against heterotypic Type 3. The 
titre of neutralizing antibody was markedly increased 
by the first week after inoculation, reached its maximum 
by the second week, and diminished only slightly during 
the next 14 weeks. The levels obtained were as high 
as ordinarily occur after natural infection. No apparent 
advantage was gained by giving 2 or 3 injections instead 
of a single dose. The complement-fixing antibody 
response was low or negative. 

A field trial of the bivalent (Types 4 and 7) adenovirus 
vaccine described above on 6 companies of army recruits 
is described in the second paper. The vaccine was 
injected intramuscularly into 311 men, a control group 
of 313 men receiving formalin and saline only. Similar 
second injections were given. Sera were obtained imme- 
diately before the first injection and 3 and 7 weeks later 
for determination of complement-fixing antibody content. 
Among 81 men selected at random from among those 
who remained well throughout the trial the geometric 
mean titre (reciprocal) rose in the vaccinated from 1-4 
(pre-vaccination) to 5-0 at the 3rd week and to 5-4 at 
the 7th; among the unvaccinated men in this group the 
corresponding titres were 1-6, 2-4, and 8-2. 

Records were kept throughout the recruits’ 8-week 
training course of all respiratory illnessses that required 
hospital or out-patient treatment. Diagnosis of an 
adenovirus infection depended upon an increase in titre 
of complement-fixing antibody in the serum in the 
convalescent stage compared with the acute phase and 
upon the isolation of adenovirus from throat washings. 
For a period of one week after the initial injections 
adenovirus illness requiring hospitalization showed a 
similar incidence in the two groups, but from the 2nd 
to the Sth weeks after vaccination a marked reduction 
in incidence was observed in the vaccinated group, only 
one such case occurring among the 3}1 vaccinated men 
compared with 61 cases among the 313 unvaccinated 
men. After the 5th week no more adenovirus illness 
was Observed in either group. The vaccine did not 
reduce the occurrence of respiratory disease of other 
causation. There was some indirect serological evidence 
of a reduction in the incidence of mild cases of adeno- 
virus infection requiring only out-patient care among the 


vaccinated and also in that of inapparent infections, 
No evidence was obtained concerning the duration of 
protection by the vaccine. No untoward effects resulted 
from vaccination. 

Altogether 47 adenovirus strains were isolated from 
throat washings in 76 hospitalized cases; 21 of these 
were of Type 4 and 26 of Type 7. The finding of a 
predominant serotype in certain companies suggested 
that the strongest factor in the transmission of adenovirus 
lay in communal activities within the living quarters. 

Joyce Wright 


285. Prednisone, Prednisolone, and Immunity. Experi- 
mental Research in Man and Animals. (Prednisone, 
prednisolone et immunité. Recherches expérimentales 
chez l’homme et |’animal) 

C. F. Cotucct. Presse médicale [Presse méd.] 65, 351- 
353, Feb. 23, 1957. 18 refs. 


At the Clinic of Infectious and Tropical Diseases of 
the University of Naples the author carried out four 
groups of investigations on the influence of prednisone 
and prednisolone on immunity. Two groups of experi- 
ments were carried out on human subjects. (1) The 
effect was studied of the prolonged administration of 
prednisone in high doses (40 to 60 mg. daily according 
to body weight for 14 days) on the development of active 
immunity in 10 patients in the later stage of convalescence 
from typhoid fever who received high doses of typhoid 
vaccine intravenously during the same period; a control 
group of 10 patients also received the vaccine, but without 
any prednisone. (2) The effect of prednisone in similar 
doses was studied on the development of active natural 
immunity in patients suffering from typhoid fever, one 
group of 12 patients receiving the steroid from the 7th 
to the 11th day of the disease, and another group of 12 
receiving it from the 15th to the 20th day. (The second 
group received 1-5 g. of chloramphenicol daily for the 
first 10 days, and 1 g. for the following 18 days.) It was 
shown that in the early stages of the disease there was a 
diminution of active natural immunity when either pred- 
nisone’ or chloramphenicol was given. After the 15th 
day of the illness neither prednisone nor chloramphenicol 
had any influence. In convalescents hyperimmunized 
with large doses of typhoid vaccine prednisone reduced 
the rate of formation of antityphoid agglutinins only 
slightly and in an inconstant manner. 

In experiments on rabbits it was shown that the 
injection of prednisolone at a rate of 5 mg. per kg. body 
weight daily prevented the formation of antibodies .in 
animals given 3 intravenous injections of antityphoid 
vaccine in 3 days. On the other hand prednisolone did 
not affect antibodies already formed or injected in large 
doses (10 ml. of serum with a titre of 1:40,000) for 
passive immunization. In the prevention of formation 
of antibodies in the rabbit, prednisolone appeared to be 
twice as effective as the equivalent dose of cortisone. 

V. C. Medvei 


286. A Microflocculation Test for Trichinosis 

H. VoceL, D. WineLock, and H. T. Fuerst. Journal 
of Infectious Diseases [J. infect. Dis.] 100, 40-47, Jan.- 
Feb., 1957. 14 refs. 
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Pharmacology 


287. A Method for Evaluation of Hypnotic Drugs 
B. Isaacs. Lancet [Lancet] 1, 556-558, March 16, 1957. 
2 figs., 5 refs. 


A new method of comparing the action of hypnotic 
drugs in man has been developed by the author and is 
here described from the University of Glasgow; it 
cepends on the resistance of the sleeping subject to 
waking impulses: from the urinary bladder. Before 
going to bed the subject empties his bladder and then 
On awakening the 
volume of urine voided in ml. (v) and the duration of 
sieep in minutes (t) are recorded; from these data the 
mean depth of sleep (D) is calculated from the equation 


D=log t xlog v 


In experiments carried out on healthy medical students 
it was found that an unduly high flow of urine was a 
cisadvantagé, since sleep was short and urinary excretion 
rates of over 5 ml. per minute or sleep of under 60 
minutes invalidated the conclusions. Similarly, a urine 
‘ow below 400 ml. in 7 hours might give an erroneously 
high value for “‘D”. Naturally drugs causing diuresis 
cr influencing bladder tone must be avoided. Com- 
parison of the values for ‘“‘ D”’ after the administration 
of placebo capsules, pentobarbitone, and glutethimide 
was carried out to determine their relative hypnotic 
potency [see Abstract 288]. Kenneth Gurling 


288. Hypnotic Effect of Glutethimide in Normal Human 
Subjects 

B. Isaacs. Lancet [Lancet] 1, 558-560, March 16, 1957. 
7 refs. 


In an investigation of the hypnotic effect of glutethi- 
imide (a-phenyl-a-ethylglutamide), carried out at the 
University of Glasgow, healthy medical students were 
given a lactose placebo, pentobarbitone in doses of 
100 mg. or 200 mg., and glutethimide, 500 mg., each for 
successive periods of one week. In the case of the 34 
women students a subjective assessment of the com- 
parative hypnotic effect was made from the answers to 
6 standard questions concerning the type and duration 
of sleep. The results from 109 male students were based 
on calculations of the mean depth of sleep (D) after a 
water load as described in the previous paper [see 
Abstract 287]. Only 9 students completed all four tests, 
but data for those tests (omitting the 200-mg. dose of 
pentobarbitone) were available from 30. 

In both these groups of tests 100 mg. of pentobarbitone 
and 500 mg. of glutethimide showed a similar degree of 
hypnotic activity, which was statistically greater than 
that of the placebo. Glutethimide appeared less likely 
to cause difficulty in waking than did pentobarbitone. 
The observations derived from the new objective “‘ D ” 
test agreed closely with those obtained in the subjective 
test on the women, and it is therefore considered to be 
a valid method. Kenneth Gurling 
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289. The Effects of Some Drugs on the Electrical 
Activity of the Brain 

P. B. BRADLEY and J. Erkes. Brain [Brain] 80, 77-117, 
March, 1957 (Part 1). 20 figs., bibliography. 


290. Mydriatic Action of Penthienate Bromide. 
sible Substitute for Atropine 

R. JosepH and A. Sorssy. Lancet [Lancet] 1, 601-603, 
March 23, 1957. 2 refs. 


A Pos- 


291. The Anticoagulant Effect of a New Coumarin 
Derivative—Sintrom (Geigy)—and Its Control by 
Standardized Clotting Time 

G. A. MEYER and W. F. CoNNELL. Canadian Medical 
Association Journal (Canad. med. Ass. J.| 76, 272-278, 
Feb. 15, 1957. 3 figs., 11 refs. 


The treatment of 42.cases of thrombo-embolic disease 
with a new oral anticoagulant, “* sintrom ”’ (a coumarin 
derivative), is reported from Queen’s University and 
Kingston General Hospital, Ontario. The action of this 
substance is on Factor VII and prothrombin, the induc- 
tion period being from 24 to 72 hours and prothrombin 
time returning to normal 24 to 48 hours after withdrawal 
of the drug. The standardized clotting time (by Mayer’s 
method) was used for control, the therapeutic range 
being between 15 and 20 minutes; the Quick one-stage 
prothrombin test was also used for comparison. 

Treatment was begun with heparin given intravenously 
in doses of 100 mg. thrice daily and sintrom, 20 to 24 mg. 
once daily. On reaching the therapeutic level of clotting 
time (15 to 16 minutes) the heparin was discontinued 
and therapy maintained with sintrom alone at appro- 
priate dosage, 500 mg. of ascorbic acid daily being also 
given throughout. In all 42 cases there was a significant 
prolongation of clotting time, the average induction 
period being 4-3 days and the return to normal after 
cessation of therapy 2 to 3 days. The prolongation of 
clotting time lagged initially behind the fall in pro- 
thrombin level, but there was no quantitative correlation 
between them during treatment. Of 866 treatment days 
the clotting time was within the therapeutic range in 
71%, below it in 15%, and above it in 14%. Apart 
from one minor haemorrhage and one case of mild 
thrombophlebitis the clinical results were excellent. 

The authors compare these results with those of 
previous studies with dicoumarol in which Quick’s one- 
stage prothrombin test was used as control, although 
clotting times were also determined. There was no 
significant difference in length of the induction period 
between the two drugs; a more rapid return to normal 
occurred after withdrawal of sintrom, and more bleeding 
episodes were encountered with dicoumarol. They con- 
clude that in carrying out treatment with sintrom the 
standardized clotting time rather than Quick’s one-stage 
prothrombin test provides the best guidance to therapy. 

Gerald Sandler 
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Infectious Diseases 


292. Poliomyelitis in Pregnancy. A Report of 79 Cases 
in Connecticut 

M. E. RinpGe. New England Journal of Medicine [New 
Engl. J. Med.| 256, 281-285, Feb. 14, 1957. 12 refs. 


Information supplied to the Connecticut State Depart- 
ment of Health, Hartford, showed that of 2,167 cases 
of poliomyelitis reported during the 5-year period 1951-5, 
456 occurred in females over the age of 15, and of these 
456 females, 79 (17-39%) were known to have been 
pregnant. The author points out that this percentage 
is much higher than would be expected and lends support 
to the view that pregnant women are more susceptible to 
poliomyelitis than nen-pregnant women. Some form 
of paralysis was present in 36 (45-6°%) of the pregnant 
women, compared with 868 (40-1°%) of the total cases 
and 149 (39-5°%%) of the non-pregnant women aged 15 
and over. The disease incidence was highest in patients 
in the 2nd trimester and lowest in the 3rd; paralysis, 
however, was most frequent in the 3rd _ trimester. 
Altogether 7 (8-9°%) of the women died, compared with 
17 (45%) of the non-pregnant women; mortality was 
highest in those contracting the disease in the 3rd 
trimester. A total of 15 foetuses were lost, in addition 
to those lost when the mothers died; foetal loss was 
highest when the disease was contracted in the Ist 
trimester. 

The findings are considered to support the “ theory 
that there is a tendency for poliomyelitis to occur in 
the Ist trimester of pregnancy in women carrying a male 
foetus and in the 3rd trimester in those carrying a female 
foetus, and that some factor related to household contact 
with children or associated with the presence of children 
in the household may account for the increased incidence 
of poliomyelitis observed in pregnant women”. There 
was also a tendency for the general development of 
the infants to be retarded, especially infants born to 
women who contracted the disease in the early months 
of pregnancy. A. Ackroyd 


293. Treatment of Mumps Orchitis with Adrenal Hor- 
mones. Report of Twenty-three Cases with a Note on 
Hepatic Involvement in Mumps 

R. G. PerersporF and I. L. BENNETT. A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.} 99, 222-— 
233, Feb., 1957. 3 figs., 32 refs. 


Experience with corticosteroids in the treatment of 
23 cases of mumps orchitis seen in various hospitals 
over a recent 4-year period is reported from Johns 
Hopkins University School of Medicine, Baltimore. In 
20 cases orchitis was preceded by parotitis and in 2 it 
was accompanied by the latter condition; in the remain- 
ing case there was no parotitis, but a significant increase 
in serum antibody titre for mumps was noted. Spinal- 
fluid pleocytosis, suggestive of meningeal involvement, 
occurred in 8 cases, while in 9 the serum amylase level 


was raised, indicating pancreatic involvement. Orchitis 
was unilateral in 14 cases and bilateral in 9, epididymitis 
was frequently seen, and fever was constant. The 
response to administration of cortisone, prednisone, or 
corticotrophin (ACTH) was judged by relief of testicular 
pain, swelling, and tenderness, and by subsidence of 
fever. Striking subjective and objective relief occurred 
within 24 hours in 14 patients and within 48 hours in 22. 
The mean duration of fever after the start of hormone 
therapy was 36 hours. 

[Although this series of cases was uncontrolled, the 
results are sufficiently encouraging to justify controlled 
trials of this treatment.] D. Geraint James 


294. Clinical Observations on 712 Cases of Tetanus 


Subject to Four Different Methods of Treatment: 18.2% 


Mortality Rate under a New Method of Treatment 


R. VERONESI. American Journal of the Medical Sciences — 


[Amer. J. med. Sci.] 232, 629-647, Dec., 1956. 5 figs., 
bibliography. 

Tetanus is common in Brazil, 692 cases having been 
admitted to the Hospital das Clinicas during 10 years 
(1944 through 1954). On the “‘ old ” therapeutic regimen 
of sedation and antitetanus serum, the mortality rate 
was 27:2%. modern ”’ regimen of continuous intra- 
venous mephenesin (3-orthotoloxy-1:2-propanediol), sup- 
plementary barbiturate or chloral hydrate sedation, 
antibiotics, intravenous alimentation, and small doses of 
antitoxin, 100,000 i.u., was administered by specially 
trained nurses. In use since 1952, this therapy has 
reduced the mortality rate to 18-2%% in the last 236 
consecutive cases. Drug-induced hibernation, added to 
this regimen in 21 cases, raised the mortality rate to 
52:3% and hence is recommended only for the few 
patients with exaggerated emotional reactions. 

Apneic crises demand special attention with constant 
observation to detect and treat them during the first 
15 seconds of the episode. Such crises generally respond 
to an immediate increase in the intravenous administra- 
tion of mephenesin until the episode passes.—[{Author’s 
summary.] 


295. The B.C.G. Lesion in Sarcoidosis 
P. ForGacs, C. K. MCDONALD, and M. O. SKELTON. 
Lancet [Lancet] 1, 188-190, Jan. 26, 1957. 13 refs. 


In an attempt to throw further light on the probable 
relationship between tuberculosis and sarcoidosis the 
clinical, histological, and bacteriological response to 


B.C.G. vaccination was observed in a group of 10 patients 


with sarcoidosis who volunteered to cooperate in the 
investigation. Of these patients, 6 were initially tuber- 
culin-negative, while 2 of the remaining 4 gave a positive 
reaction only to 1 mg. of old tuberculin. 

Following the intracutaneous injection of 0-1 ml. of 
B.C.G. vaccine containing 0-5 mg. of bacilli per ml., the 
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delayed type of reaction commonly seen in healthy 
tuberculin-negative subjects was observed in 7 of the 
patients. After an interval of 5 to 7 days a small area 
o! erythema progressed to a papule, which then ulcerated 
3 to 6 weeks after inoculation. In 2 cases there was an 
immediate reaction of the type commonly seen in normal 
tuberculin-positive subjects, this reaction progressing 
ti: rough all stages to ulceration within a few days. The 
type of reaction could not, however, be correlated with 
tuberculin sensitivity, for the delayed reaction occurred 
in the tuberculin-negative patients and also in 2 who were 
irctially tuberculin-positive. Conversion of tuberculin 
s \sitivity 6 weeks after inoculation with the B.C.G. 
y. ccine pccurred in only 2 of the negative reactors, and 
n) increase in sensitivity was obseryed among the 
.j) tially positive reactors. One patient lost his tuberculin 
s nsitivity after B.C.G. inoculation. 

Six weeks after inoculation, the skin at the site of 
\ ccination was excised and subjected to histological and 
t cteriological examination. The reaction was then 
s. en to be granulomatous, but a considerable infiltration 
c polymorphonuclear leucocytes and lymphocytes dis- 
t .guished it from the usual appearance of sarcoid tissue. 
I 2 cases acid-fast bacilli were seen in the granuloma. 
|-om 6 of these lesions organisms were recovered by 
. lture and were shown to be capable of inducing tuber- 
« lin conversion in guinea-pigs. These organisms were 
i: distinguishable from the original B.C.G. strain used 
ad also from those recovered from the cutaneous ulcers 
© vaccinated, non-sarcoid, tuberculin-negative subjects, 
i: dicating that they had been unaffected by passage in 
patients with sarcoidosis. There was no evidence of 
eslargement of the regional lymph nodes draining the 
se of vaccination. It is concluded that the development 
and appearance of the B.C.G. lesion “‘ are not sufficiently 
d:stinctive to be relied on as a diagnostic test ”’. 

D. Geraint James 


296. Treatment of Moniliasis with Nystatin 

-. T. Wricut, J. H. GRAHAM, and T. H. STERNBERG. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 163, 92-94, Jan. 12, 1957. 18 refs. 


Nystatin, an antibiotic isolated from Streptomyces 
noursei, Which has been found to possess antifungal 
properties, was tried in the treatment of 122 patients 
suffering from moniliasis (oral infection in 42, vaginal 
infection in 17, and cutaneous infection in 63). The 
antibiotic was applied topically in several different forms 
ointment, solution, powder, troche, capsule, supposi- 
tory, and gel—and the amount in each vehicle varied— 
for example, a vaginal suppository contained 10,000 to 
100,000 units of nystatin while each troche contained 
2,000 units; some preparations had added hydrocortisone 
or neomycin with gramicidin. The time taken to achieve 
clinical cure also varied. 

Lesions healed promptly in 53 of the patients and less 
rapidly in 64; -in 5 the results were poor. There were 
no instances of allergic contact dermatitis. A solution 
of the drug was the most effective application in cases 
of intertrigo, and when 2-5 mg. of hydrocortisone per ml. 
was added to the solution the treatment period in skin 


infections was reduced by nearly one-half. In no fewer 
than 43 of the patients cultures were positive for Candida 
albicans after treatment, although clinically the lesions 
had cleared; this, the authors point out, indicates the 
need for continued treatment after clinical cure. 

I. A. B. Cathie 


297. Mucormycosis—a new Disease? 

R. D. BAKER. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 163, 805-808, March 9, 1957. 
5 figs., 13 refs. 


The author reports, from Duke University School of 
Medicine, Durham, North Carolina, a further fatal case 
of mucormycosis, a relatively new disease which was 


- first reported in the U.S.A. by Gregory er al. (Bull. Johns 


Hopk. Hosp., 1943, 73, 405). The disease results from 
laboratory contamination with certain fungi not usually 
pathogenic, especially Rhizopus, which enter the nose. 
In susceptible persons the fungus gives rise to sinusitis 
and orbital cellulitis; it has the unique property of being 
able to penetrate arteries, and may invade the ophthalmic 
and internal carotid arteries, causing thrombosis, and 
later invade the veins and lymphatics. The main types 
of the disease are those causing ocular, cerebral, and 
pulmonary involvement, and intestinal and disseminated 
forms have also been described. In the fatal case here 
recorded the patient died in coma following invasion of 
the meninges and brain. The disease is not always fatal, 
however, and in a case reported by Harris (Pediatrics, 
1955, 16, 857) and quoted by the present author the — 
patient recovered, but had residual blindness in one eye. 
The development of mucormycosis appears to be 
favoured by certain diseases, especially diabetes meilitus 
and leukaemia, and by the administration of some anti- 
leukaemic drugs, “cortisone, and also some antibiotics; 
in diabetics the important factor is the presence of un- 
controlled and acidotic diabetes. The diagnosis is made 
by examination of the sputum, spinal fluid, or exudate 
and is confirmed by culture of Rhizopus; as Rhizopus is 
a common contaminant, however, its presence in culture 
is not by itself diagnostic. The treatment is largely that 
of the underlying predisposing condition, for example, 
control of the diabetes. Desensitization of the patient 
to an autogenous vaccine, followed by iodine therapy, 
may be tried. No chemotherapeutic agents affective 
against Rhizopus are available. Concurrent administra- 
tion of cortisone, corticotrophin, and antibiotics should 
be discontinued. It is suggested that the increasing 
frequency of this fungus disease may be associated with 
the widespread use of antibiotics. R. G. Meyer 


298. Maxillary Sinusitis in Scarlet Fever Patients 
Treated with Antibiotics. [In English] 

J. S. Lumio and N. Oxer-Biom. Annales paediatriae 
Fenniae Paediat. Fenn.] 3, 46-50, 1957. 


299. A Previously Unreported Acute Exanthem 
Resembling Scarlet Fever 

M. D. Ames.. A.M.A. Journal of Diseases of Children 
[A.M.A. J. Dis. Child.) 93, 110-112, Feb., 1957. 8 refs. 
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300. The B.C.G. Test. Practical Conclusions Drawn 
from 3,000 Cases. (Le B.C.G. test. Enseignements pra- 
tiques tirés de 3,000 épreuves) 

P. MeELNotTe, R. SENAULT, and J. BOULANGE-BAUZON. 
Revue d’hygiéne et de médecine sociale [Rev. Hyg. Méd. 
soc.] 4, 703-712, Dec., 1956. 5 refs. 


From the Regional Institute of Hygiene, Nancy, comes 
this report of a comparison between the results of B.C.G. 
and tuberculin tests carried out on some 3,000 subjects, 
who were divided into two groups: (1) children aged 
between 6 and 14 years, and (2) young adults aged 
between 20 and 23 years. Children aged between 6 and 
10 years were given a’tuberculin patch test, those between 
11 and 14 years a Mantoux test with 10 tuberculin units. 
All were subjected to a B.C.G. test at the same time by 
scarification through a drop of killed vaccine. 

Of 1,531 children tested before vaccination about 2% 
gave a positive reaction to the B.C.G. test but not to the 
tuberculin tests, and 0-3°% gave a positive reaction to the 
tuberculin test and a negative reaction to the B.C.G. test. 
Post-vaccination tests on 365 of the young adults showed 
that 8-7%% gave a positive reaction to the B.C.G. test 
but not to the tuberculin test. Over 99°% of children 
tested with B.C.G. 5 weeks after vaccination gave a 
positive reaction, but only 66°% did so to the tuberculin 
tests. Of 1,188 children tested at intervals after vac- 
cination varying between 5 weeks and one year, over 
91% gave positive reactions to the B.C.G. test, but only 
76%, to the tuberculin test; in 47 cases the reaction was 
negative to the B.C.G. test but positive to the tuberculin 
test. 


Of a group of 46 children initially negative to both the ~ 


B.C.G. and tuberculin tests, 4 (8-6°%) were found to be 
sensitive when given a second B.C.G. test 6 weeks later. 
A further group of 34 gave a positive reaction to the 
initial B.C.G. test, but a negative one to the tuberculin 
test. Retesting of these children with both tests showed 
that in 20 cases the second B.C.G. test reaction was the 
same size as the first, while in 13 cases the reaction was 
less; in only a single case was the reaction to the 
second test larger. It is concluded from these results 
that the B.C.G. test is more sensitive and more accurate 
than the tuberculin test. T. M. Pollock 


301. Tuberculin Surveys in Cumberland. Their Epi- 
demiological Significance and Value 

W. H. P. Minto. British Journal of Tuberculosis and 
Diseases of the Chest (Brit. J. Tuberc.| 51, 60-73, Jan., 
1957. 2 figs., 4 refs. 


In 1954 a tuberculin survey was carried out among 
school children aged 5 and 6 years in large and small 
towns as well as a rural district of Cumberland. Parental 
consent to the tuberculin test was obtained for 3,498 
(82%) of the 4,279 children in this age-group. Each 
child received 10 i.u. of standardized old tuberculin, and 


the reactions were read at 72 hours, induration of 5 mm, 
or more indicating a positive reaction. 

A positive reaction was obtained in 294 (9-8°%) of the 
children completing the tests, 237 of these being in West 
Cumberland and only 57 in East Cumberland. The 
percentage of positive reactions varied in different areas 
from 3-5 to 16:7. The author studied the possible effect 
on the results of the inclusion of children who, as 
contacts, had received B.C.G. vaccine. Although such 
inclusion did not “ radically alter the findings in the 
present survey’, it is a factor which should be taken 
into account in future surveys. j 

In 1955 the same tuberculin test was given to 13-year- 
old school children before B.C.G. vaccination. In East 
Cumberland 20% gave a positive reaction and in West 
Cumberland 36%. The significance of these findings is 
discussed. T. M. Pollock 


302. Tuberculin Sensitisation in Man 

F. O’Grapy. British Journal of Tuberculosis and 
Diseases of the Chest (Brit. J. Tuberc.| 51, 74-82, Jan., 
1957. 2 figs., 27 refs. 


A study is reported of the reactions to succeeding 
doses of tuberculin, in particular the reactions produced 
by doses of tuberculin to which there was previously 
no response—sensitization—and the reappearance of 
activity after a subsequent tuberculin test at the site of 
a previous reaction—activation. A series of tuberculous 
and non-tuberculous patients were Mantoux-tested at 
2- or 3-day intervals with increasing doses of tuberculin, 
dilutions of 1 in 10,000 to 1 in 100 being used. Patients 
with tuberculosis who gave a positive reaction to 10 t.u, 
were retested 2 to 9 days later with 1 t.u. Non-tuber- 
culous patients who failed to react to 100 t.u. were 
similarly re-tested with 10 t.u. and 1 t.u. at 2- or 3-day 


intervals. There were 162 tuberculin-positive and 25 


tuberculin-negative patients. 

Activation and sensitization were observed among 
some patients giving a positive reaction to 10 t.u. and 
100 t.u. No response was obtained on repeated testing 
in patients who were negative to 100 t.u. In patients 
suffering from tuberculosis who gave a reaction of the 
** tuberculous ” type (reaction in which easily palpable 
induration lasted a very short time) sensitization and 
activation were rare. T. M. Pollock 


303. Reversion of Tuberculin Hypersensitivity in Children 
Treated with Isoniazid 
S. UNTRACHT, B. RATNER, and C. L. ASUNG. Sea View 
Hospital Bulletin [Sea View Hosp. Bull.| 16, 116-123, 
Jan., 1957. 15 refs. - 


304. Brazilian Experience with Oral B.C.G. 
E. Buptansky. Journal of Pediatrics [J. Pediat.| 50, 
404-407, April, 1957. 25 refs. 
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RESPIRATORY TUBERCULOSIS 


305. A Trial of Tuberculin with Chemotherapy in the 
Treatment of Pulmonary Tuberculosis 

Cc. H. L. Howexts and J. Tubercle 
[vubercle (Lond.)| 38, 1-15, Feb., 1957. 5 figs., 18 refs. 


A report is presented of a controlled trial lasting 2 years 
carried out at the King George V Hospital, Durban, in 
which tuberculin was used as an adjunct to streptomycin 
and PAS in the treatment of pulmonary tuberculosis. 
Male Bantu patients between the ages of 15 and 35 with 
exudative disease were studied, 43 patients being even- 
tually treated with tuberculin and chemotherapy and 
44 with chemotherapy alone. However,‘it was not pos- 
sible to follow up every case, and at the end of 2 years 
only 27 of the former and 28 of the latter group were 
available. All patients were given 1 g. of streptomycin 
w th 20 g. of PAS daily, and the tuberculin was given by 
intramuscular injection at weekly intervals in doses 
sufficient to produce a reaction. 

Radiological assessment was undertaken by 3 separate 
assessors. The patients treated with tuberculin showed 
a small advantage over the controls up to the 30th week 
of treatment, this difference being seen especially in the 
more advanced cases, but after this the average rate of 
improvement was slightly greater in those cases not 
treated with tuberculin. The two groups showed little 
diiference in respect of improvement .in erythrocyte 
sedimentation rate, although the more advanced cases 
treated with tuberculin again showed a slight advantage. 
There were no significant differences in weight gain 
between the two groups. At the end of the trial 15 of 
the patients treated with tuberculin and 8 of those 
treated without were quiescent, while 16 of the latter 
group and 7 of the former still needed hospital treatment. 

G. M. Little 


306. Pulmonary Function before and after Segmental 
Resection and after ‘* Ideal ’’ Pneumothorax Treatment 
H. A. FLeminG. British Medical Journal [Brit. med. J.] 
1, 485-489, March 2, 1957. 2 figs., 19 refs. 


In this study, carried out at Sully Hospital, Glamorgan, 
16 cases of pulmonary tuberculosis were selected which 
had been treated with a unilateral pneumothorax for 
localized disease and in which no effusion or other com- 
plication had at any time developed. Few of these 
patients had had effective antibacterial treatment and 
they had been admitted because the disease had been 
inadequately controlled or there had been a contralateral 
spread. However, they were thought to approximate to 
the type of case which today, with added chemotherapy, 
might be considered examples of ** ideal ’’ pneumothorax 
therapy. The average duration of pneumothorax treat- 
ment was 3-09 years and the average length of time from 
re-expansion was 3-2 years. Pulmonary function in this 
group was compared with pulmonary function before, 
and 2 months after, segmental resection in 27 cases all 
of which, having received prolonged drug therapy, 
showed cavity closure and were sputum-negative. The 
average number of segments removed was 1:3. The 
extent of disease in both series was of the same order 
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and in the surgical group it had been considered possible 
to ablate all the disease by resection. The methods of 
investigation included clinical examination, fluoroscopic 
study of diaphragmatic movements, measurement of 
maximum breathing capacity, and bronchospirometry. 
The groups were comparable in respect of age and sex 
distribution. 

Chest movements and breath sounds were normal in 
89% of the postoperative cases, and although dia- 
phragmatic movement was limited, it improved in sub- 
sequent months. The maximum breathing capacity fell 
as a result of surgery by an average of 4-8°%, but even so 
it was higher after operation than in the pneumothorax 
group. Preoperative bronchospirometry showed little 
loss of function due to disease alone, and the decrease 
following surgery was small. There was close cor- 
relation between the state of aeration of the segments 
as shown on pathological examination and by pre- 
operative bronchography. In the pneumothorax series 
the average loss of function in all respects (compared 
with average normal values) was a little greater than that 
due to segmental resection. 

A method of comparison between pre- and post- 
operative results of respiratory function tests by relating 
the postoperative results for the operated side to the 
initial absolute values for the unoperated side is described. 


Thus in the case of the left lung “‘ corrected ”’ L2=7 xRI 


where R1 is the preoperative value and R2 the post- 
operative value for the sound lung and L2 is the post- | 
operative absolute value for the operated lung. The 
percentage loss of function is then 


rrected ” 
Ll 12. 100 


where LI is the absolute preoperative value for the 
operated lung. This method allows the percentage loss 
per segment removed to be calculated and, it is claimed, 
has certain advantages over the standard method in 
cases where there is no reason to suspect that there has 
been any change in the function of the healthy lung, as 
in the present series. Calculated in this way, the average 
loss of oxygen uptake per segment removed was 7-13°% 
(S.D. 17-3), of minute ventilation 10-89% (S.D. 27-2), 
and of vital capacity 17-5% (S.D. 20-0). 
L. Capper 


307. Artificial Pneumothorax in the Treatment of Pul- 
monary Tuberculosis 
W. M. Drxon. Tubercle [Tubercle (Lond.)| 38, 21-26, 
Feb., 1957. 12 refs. 


A study is presented of 158 patients with pulmonary 
tuberculosis discharged from Clare Hall Hospital, South 
Mimms, Hertfordshire, in 1951 after induction of an 
artificial pneumothorax, 138 having unilateral and 20 
bilateral collapse. Among the total of 178 pneumo- 
thoraces there were 2 haemothoraces. Pleural effusion 
occurred in 36 cases (20%), and 2 patients developed an 
empyema in the first 6 months after induction. Tubercle 
bacilli were recovered from the effusion and the pneumo- 
thorax was consequently abandoned in 2 cases. © Alto- 
gether, the pneumothorax was lost in the first 6 months 
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because of an effusion in 7 cases. Significant atelectasis 
lasting more than one month occurred 68 times (38°). 
More extensive original disease in the lung appeared to 
be associated with a higher incidence of atelectasis, but 
had no apparent relation to the onset of effusion. The 
incidence of effusion was, however, significantly de- 
creased by a period of chemotherapy before induction 
of the pneumothorax. 

Of 154 of the patients followed up in 1955, one had 
died and 2 were untraced, giving a survival rate of at 
least 98°%% after 4 years. Relapse of the disease in the 
lung had occurred in 30 of the patients and a further 
3 patients had pleural complications. The relapse rate 
increased with the extent of the original disease. 

G. M. Little 


EXTRA-RESPIRATORY TUBERCULOSIS 


308. The Relative Values of Streptomycin and Isoniazid 
in the Treatment of Tuberculous Meningitis in Children 

B. G. R. KLIMKIEwicz, W. C. Exuis, H. J. 
MALong, and J. Doitcin. Sea View Hospital Bulletin 


; [Sea View Hosp. Bull.] 16, 103-115, Jan., 1957. 1 ref. 


The value of isoniazid in the treatment of tuberculous 
meningitis was assessed in 21 children aged 8 months to 
12 years admitted to Sea View Hospital, Staten Island, 
New York, during the 5-year period beginning in 1951. 
The dosage of isoniazid ranged from 4 to 20 mg. per kg. 
body weight and the duration of treatment from 6 months 
to 3 years; the subsequent follow-up period varied from 
9 months to 34 years. Isoniazid was given alone from 
the onset of meningitis in 2 cases, after streptomycin 
and PAS had failed in 11, and after the onset of neuro- 
logical sequelae presumably caused by streptomycin in 5. 
In 3 cases treated with streptomycin and PAS, adminis- 
tration of isoniazid failed to prevent death. 

The authors conclude that isoniazid alone is superior 
to streptomycin alone or streptomycin combined with 
other drugs in the treatment of tuberculous meningitis. 
[This claim is not justified; the number of patients in 
the series is small and no control group was studied.] 

R. M. Todd 


309. Segmental Lesions in Drug-treated Primary Tuber- 
culosis in Young Children 

J. B. Ryper. British Medical Journal [Brit. med. J.) 1, 
324-325, Feb. 9, 1957. 7 refs. 


A series of 50 cases of uncomplicated tuberculous 
mediastinal lymphadenitis treated with drugs at the 
Mountain Sanatorium, Hamilton, Ontario, since 1951 
has been reviewed, with special reference to the incidence 
of segmental lesions. The patients belonged to Eskimo, 
Indian, and white races; 20 were in the age group 0 to 
2 years and 30 were aged 2 to 10 years, with an average 
age of 6:3 years. Streptomycin (0-25 to 0-5 g. bi-weekly), 
PAS (2 to 8 g. daily), and isoniazid (5 mg. per kg. body 
weight daily) were given in varying combinations for a 
minimum of 3 months. In 16 cases treatment was 
complete; in 19 chemotherapy had been given for at 
least 6 months and was continuing, while in 15 it had 
been given for 3 ‘to 6 months. Segmental lesions 


developed in one out of 12 patients treated with strepto- 
mycin and PAS, one out of 14 given streptomycin, PAS, , 
and isoniazid, and 2 out of 24 receiving PAS and 
isoniazid. Of these 4 patients, 2 were under 2 years. 

There was no control group, but the author cites 
Bentley (Brit. med. J., 1955, 2, 1084), who observed 
segmental lesions in 4% of a series of 202 children of 
all ages, and Grzybowski who, in a personal communi- 
cation, quoted a figure of 15% in a group of infants 
under 2 years of age not given specific chemotherapy, 
It is concluded that the results of the present investigation 
do not lend support to the view that administration of 
specific chemotherapeutic drugs increases the incidence 
of segmental lesions. R. M. Todd 


310. Pneumoencephalography in Tuberculous Meningitis 
E. L. Fottz and T. F. SHEEHY. American Review of 
Tuberculosis and Pulmonary Diseases [|Amer. Rev. Tuberc. 
74, 835-855, Dec., 1956. 13 figs., 28 refs. 


In a systematic study of tuberculous meningitis 
pneumoencephalography was performed on 82 occasions 
on 20 adults and 25 children with the disease at the 
Firland Sanatorium (University of Washington), Seattle. 
Pneumoencephalography was first performed 1 to 3 
weeks after admission and in several cases was repeated 
at intervals of 2 to 6 months, including 5 examinations 
of patients who had recovered from the disease 1 to 44 
years previously. An attempt was made to outline the 
whole of the ventricular system by replacing all fluid 
by oxygen. All the patients were treated with strepto- 
mycin, isoniazid, and PAS [intrathecal treatment is not 
mentioned], and 8 children died. All-these had con- 
siderable hydrocephalus. 

Communicating hydrocephalus due to a block at the 
basal cistern was found in 17 children, but in only 
2 adults, in one of whom the degree of hydrocephalus 
was very slight.. Although only one of the 20 adults 
was judged to show a normal encephalographic pattern, 
it was considered that, with the exception of the 2 cases 
of hydrocephalus and one of leptomeningitis, the ab- 
normal findings in this group, consisting. mostly of 
** cerebral atrophy ”’, were not necessarily related to the 
tuberculous meningitis and were probably characteristic 
of any group of subjects of similar age and socio-economic 
class who have had the average number of head injuries 
and illnesses. 

The hydrocephalus in the children was arrested spon- 
taneously in only 2 out of 17 cases. In the rest surgical 
procedures consisting of ventriculo-mastoid shunts were 
performed and beneficial results are claimed. Such 
operations were also performed on children who had 
clinically recovered and had a normal cerebrospinal 
fluid (C.S.F.). A hydrocephalic syndrome was not 
clearly recognizable from the clinical signs and symptoms 
in these cases, and routine serial pneumoencephalography 
is therefore considered to be indicated in cases of tuber- 
culous meningitis in children. The procedure did not 
lead to an exacerbation of the meningitis [although late 
deaths did occur in some cases in which the C.S.F. was 
normal], and was found to be of value in prognosis and 
in determining treatment. John Lorber 
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Venereal 


The Significance of the Lipid Fraction of Reiter’s 
Treponeme in the Pallida Reaction. (Die Bedeutung der 
ipoidfraktion der Reiter-Spirochite in der Pallida- 
Reaktion) 

JENEY, I. Cs6KA, and L. Bird. Zeitschrift fiir Immuni- 
_atsforschung und experimentelle Therapie [Z. Immun- 
“orsch.] 113, 489-494, Feb., 1957. 1 fig., 7 refs. 


The role of the lipid fraction of Reiter’s treponeme 
ond reagin in the pallida reaction for syphilis has been 


--e-investigated at the University of Debrecen, Hungary, 


»srevious studies reported in the literature having given 
-ontradictory results. Syphilitic sera were first tested 
»y both the Wassermann (W.R.) and pallida reactions. 
The sera were then exposed to the action of the tre- 
‘onemal antigen in the presence of complement, after 
-vhich the W.R. was again performed with the exposed 
serum in order to determine whether any decline in 
oositivity had taken place. Similarly, sera were exposed 
.o the W.R. antigen and then subjected to the pallida 
reaction. The experiments were also quantitatively 
-epeated on serially diluted sera. 

It was found that both qualitatively and quantitatively 
-he sera exposed to either antigen gave a weaker positive 
-eaction than originally. But one unexplained finding 
‘vas that only weakly positive sera showed a decline in 
‘itre when exposed to the treponemal antigen, whereas 
the W.R. antigen was able to influence also strongly 
positive sera. It is concluded that these results confirm 
that the reagin-binding capacity of the lipid fraction of 
the Reiter is now established. 

G. W. Csonka 


312. Treponema pallidum Immune Adherence (TPIA) in 
Diagnosis of Syphilis 

J. N. Mrtver, R. A. Boax, and C. M. CARPENTER. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 163, 112-114, Jan. 12, 1957. 4 refs. 


The Treponema pallidum immune adherence (T.P.I.A.) 
test is based on the observation that treponemes sensi- 
tized by antibody in the presence of complement adhere 
to human erythrocytes. The method of carrying out the 
test is described in detail. 

A preliminary study of 41 selected sera (21 T.P.L- 
positive and 20 T.P.1.-negative), carried out at the 
University of California School of Medicine, Los 
Angeles, showed complete agreement between the T.P.I. 
and T.P.I.A. test results. In parallel tests on 25 sera 
from patients with treated early syphilis the T-.P.I. 
reaction was positive in 20 and doubtful in one, while 
the T.P.I.A. test was positive in 23, including the serum 
giving a doubtful T.P.I. reaction. Both tests gave 
positive results on 44 sera from patients with positive 
S.T.S. reactions although they had no history of syphilis. 
Sera from 25 normal individuals gave negative results in 
both tests, and the T.P.I.A. test gave only one positive 
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result in tests on 53 sera from patients with positive 
S.T.S. reactions but with no history of syphilis whose 
T.P.L. reactions had been found negative. 

The T.P.1.A. test antigen is stable for at least 6 months. 
The test is simpler and less time-consuming than the 
T.P.1. test, and its results are in good agreement with 
those of the latter. A, E. Wilkinson 


313. Cortisone im the Suppression of the Herxhelmer 


-Reaction in Syphilitic Mesaortitis. (Cortison zur Unter- 


driickung der Herxheimerschen Reaktion bei luetischer 
Mesaortitis) 

H. BRAUNSTEINER. Wiener klinische Wochenschrift 
[Wien. klin. Wschr.] 69, 154-155, March 1, 1957. 


In parallel with the decrease in incidence of syphilis 
during the past decade, the problem of mesaortitis is 
diminishing and its treatment is of less immediate | 
concern. However, despite the advent of penicillin, 
Herxheimer reactions are occasionally still seen in such 
cases, carrying with them the danger of acute coronary 
occlusion and vascular thrombosis. At the Third . 
Medical Clinic of the University of Vienna 3 patients 
whose penicillin therapy for syphilitic mesaortitis had 
to be discontinued because of these complications were 
given a protective course of cortisone (150 mg. daily) 
together with slowly increasing doses of penicillin. 
Once adequate antisyphilitic therapy had been given 
the steroid dosage was gradually reduced over a 4-week 
period. No complications either from the antisyphilitic 
or from the steroid treatment were noted, although the 
author points out the need for precautions to avoid 
cardiac decompensation and suggests that the use of 
prednisolone would minimize this danger. The develop- 
ment of intravascular thromboses from steroid therapy, 
although not encountered, could be guarded against with 
anticoagulants. Allene Scott 


314. The Treatment of Penicillin-resistant Gonorrhoea. 
(Zur Behandlung der penicillin-resistenten Gonorrhoe) 
H. Sruwwert. Zeitschrift fiir Haut- und Geschlechts- 
krankheiten [Z. Haut- u. GeschlKr.] 22, 189-191, March 
15, 1957. 7 refs. 


A case of gonorrhoea which was resistant to both 
penicillin and “‘ terramycin ”’ (oxytetracycline) is reported 
from the Municipal Dermatological Clinic, Aachen. 
The patient was first given two intramuscular injections 
of penicillin each of 400,000 units without effect. This 
was followed by 1 g. of oxytetracycline daily for 4 days 
and, as this also failed, by another three injections of 
400,000 units of penicillin. In spite of this treatment 
gonococci were still present in the urethral discharge, 
but they cleared quickly and permanently after the 
administration of 1 g. of streptomycin. Attempts to 
culture the gonococci were unsuccessful. 

G. W. Csonka 
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315. Observations on Hepatic Disease in the Gold Coast: 
with Special Reference to Cirrhosis 

G. M. EpincTon. Transactions of the Royal Society of 
Tropical Medicine and Hygiene (Trans. roy. Soc. trop. 
Med. Hyg.] 51, 48-55, Jan., 1957. 2 figs., 12 refs. 


Working at the Medical Research Institute, Accra, the 
author has attempted to assess the importance of hepatic 
disease, especially cirrhosis, as a cause of morbidity and 
death among inhabitants of the southern Gold Coast 
(Ghana). 

Analysis of records of 4,395 necropsies performed 
during the years 1923-55 showed that hepatic cirrhosis 
was present in 148, hepatoma in 60, hepatitis in 64, and 
liver abscess in 21, but it is stressed that for various 
reasons these figures do not reflect the true incidence of 
disease of, the liver in the population studied. The 
results of post-mortem examination in 552 consecutive 
cases are then considered in detail, and by different age 
groups. Particular study was made of the reticulin 
pattern, and a high incidence of portal-tract fibrosis, 
cirrhosis, and focal (small, patchy areas of fibrosis) and 
central changes was recorded. Cirrhosis was noted 
especially in males in the 3rd and 4th decades, but it is 
doubted whether the male preponderance reflects the true 
sex incidence. It is considered that malaria and haemo- 
siderosis are not important aetiological agents, and also 
that malnutrition may play a smaller part in this region 
than it has been assumed to play in other tropical areas. 
The incidence of primary cancer of the liver was high, 
whereas cholecystitis and gall-stones were infrequently 
seen. ._ W.H. Horner Andrews 


316. A Five-year Follow-up of Coloured Children with 
Kwashiorkor in Cape Town 

P. V. and J. A. H. Journal of 
Tropical Pediatrics [J. trop. Pediat.] 2, 173-180, March, 
1957. 2 figs., 12 refs. 


The results are presented of a 5-year follow-up study of 
27 cases of typical kwashiorkor occurring in “* coloured ” 
children (that is, of mixed European and Malayan or 
African stock) treated at Groote Schuur Hospital, Cape 
Town. The original group consisted of 90 patients 
(50 male and 40 female), but 31 of these died during the 
acute illness and the difficulties encountered in tracing 
the remainder were formidable. After treatment in 
hospital the children returned to the miserably poor 
home environment in which the disease had been pro- 
voked, but to the authors’ surprise, of the 59 survivors, 
only 2 were re-admitted for treatment, in both cases 
3 months after discharge from hospital. It was found 
that with correct treatment quick recovery took place 
from the oedema, hypoalbuminaemia, changes in the 
skin and mucous membranes, pancreatic dysfunction, 


electrocardiographic abnormalities, and disorders of 


temperament. Full details of these are given. 


Liver biopsy examination in 25 cases showed that the 
liver recovers completely from the fatty changes of 
kwashiorkor. No evidence of cirrhosis was found, even 
though in one case the clinical picture was suggestive 
of this lesion. The nearly omnipresent anaemia showed 
some improvement after 2 years and was found to be 
fully corrected at 5 years. Graphs for height and weight 
plotted against age are set out and regression lines 
calculated. These data are compared with those for 
healthy American children. Growth in height was at a 
normal rate, but the affected children were consistently, 
but not significantly, shorter in stature. Increase in 
weight was usually faster for 2 years than in controls, 
but thereafter the rate was normal. The authors stress 
that although the number of dbservations of height and 
weight for each child was small, the trend of these factors 
is clear. 

[It is unfortunate that so many of the survivors could 
not be traced.] David Friedberg 


317. Further Observations on the Liver, Pancreas and 
Kidney in Malnourished Infants and Children. II. The 
Gross Composition of the Liver 

J. C. WaTERLOw, G. Bras, and E. DePass. Journal of 
Tropical Pediatrics [J. trop. Pediat.| 2, 189-198, March, 
1957. 20 refs. 


Since ‘‘ the fatty liver of kwashiorkor still presents a . 


number of unsolved problems ”’ the authors describe the 
results of a post-mortem study of the liver carried out at 
University College of the West Indies, Jamaica. Estima- 
tions were made of the total fat and total protein content 
of the liver in 51 children aged from 2 to 36 months; 
in 16 cases the illness had been diagnosed as kwashiorkor, 
in 9 as marasmus, and in 6 as malnutrition and infection; 
20 apparently well-nourished infants dying of other 
diseases, mainly acute infections, formed the control 
group. Techniques of the various analyses carried out 
are given in detail. The authors state that the results, 
because of inherent errors in the methods, are estimates 
rather than exact determinations. 

No significant correlation between the presence of 
oedema and the serum protein level was found. For 
the whole series a significant correlation was established 
between oedema and a severely fatty liver (that is, a fat 
content of more than 50 g. and a fat concentration of 
more than 20%). In these cases oedema is a relatively 
late event, whereas fatty liver seems often to be of long 
standing. 
the liver was often noted clinically and this was con- 
firmed at necropsy, the increase in weight being due to 
fatty infiltration. A fatty liver was most common in 
patients with kwashiorkor, but it was found in all groups. 
The amount of liver fat was greatest in those who showed 
the least failure of. growth, either in regard to height or 
to weight. 
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TROPICAL MEDICINE 


Compared with an ideal standard, the total protein of 
the liver in the malnourished infants was reduced by 
about 40%. There was no apparent relation between 
the amount of protein lost and the amount of fat present, 
thus contradicting the hypothesis that the deposition of 
excess fat goes hand in hand with the loss of cytoplasmic 
protein. There was no difference in liver protein content 
bc ween those with kwashiorkor and those with maras- 
mus. The paper concludes with an excellent discussion 
of the significance of the associations found, and of the 
distinction between kwashiorkor and marasmus. 

David Friedberg 


313. Electrolyte and Nitrogen Metabolism in Kwashiorkor 
J. D. L. HANSEN and V. JENKINSON. \South African 
Jcurnal of Laboratory and Clinical Medicine [S. Afr. J. 
Leh. clin. Med.| 2, 206-231, Sept., 1956. 11 figs., 
refs. 


\t Groote Schuur Hospital, Cape Town, the meta- 
bc lism of electrolytes and nitrogen was investigated in 
4< infants suffering from kwashiorkor, in 7 cases by 
means of balance studies and in the remainder by daily 
es imation of the serum sodium, potassium, and chloride 
levels. Since all the patients had been receiving a low- 
p:otein diet and were suffering from hypoalbuminaemia 
01. admission, they were treated with dietary additions 
of electrolytes and later of protein. The balance studies 
stowed that all retained potassium as soon as it was 
acded to the diet, and all went into negative sodium 
b: lance. The metabolism of chloride closely followed 
that of sodium. Nitrogen was also retained as.soon as 
it was introduced. As a result of treatment there was 
in all cases a rapid rise in the serum protein level which 
mainly affected the albumin fraction. The serum potas- 
siim level, which was low on admission, rose_to normal 
veiues during treatment; the serum sodium and chloride 
le els remained within normal limits throughout. 

The authors believe that potassium depletion is an 
iniportant cause of sodium and water retention, especially 
if sodium is freely available in the diet. This view is 
supported by the fact that some of these patients lost 
their oedema following the addition of potassium to the 
diet in spite of the very low protein intake. The authors 
further stress that the retention and metabolism of 
dietary additions of nitrogen remain remarkably efficient 
although the level of digestive and other enzymes in 
kwashiorkor is notoriously low. R. Schneider 


319. Protein and Fat Balance Studies in Children 


Recovering from Kwashiorkor 

U. Ropinson, M. Béwar, F. Vireri, G. ARROYAVE, and 
N.S. ScrimsHaw. Journal of Tropical Pediatrics (J. trop. 
Pediat.] 2, 217-223, March, 1957. 2 figs., 16 refs. 


At the Institute of Nutrition of Central America and 
Panama, Guatemala, protein and fat balance studies 
were carried out on 4 children recovering from kwashior- 
kor. The children, who were aged 14, 24, 6, and 9 years 
respectively, had completed the initial recovery phase and 
were gaining weight, having been admitted to hospital 
from 4.to 10 weeks previously. The study period lasted 
for 5 days, its beginning and end being marked by the 
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appearance in the stools of ingested carmine dye, and 
analysis of the 5-day aggregates of urine and faeces was 
carried out. During the study dietary intake was care- 
fully supervised; milk protein was given in quantities 
ranging from 2-6 to 9-4 g. per kg. body weight per day, 
and the intake of fat varied from 0-4 to 3-6 g. per kg. 
per day. One child had diarrhoea and later loose, bulky 
stools during the test period; this had a very marked 
adverse effect on both the absorption and retention of 
nitrogen, but no effect on fat absorption. In the other 
cases there was a tendency for the amount of nitrogen © 


_ and of fat absorbed per kg. body weight per day to 


increase linearly with the amount fed. 

In the absence of diarrhoea the average nitrogen 
absorption was about 80°%—that is, similar to that which 
had been previously found in the acute phase of kwashior- 
kor—suggesting that the recovery of intestinal proteolysis 
occurs very early in treatment. However, this figure 
is lower than that given for normal children. (90°%), so 
that probably some impairment of absorption persists 
for sometime. The authors point out that there appears 
to be a linear relationship between the amount of nitrogen 
ingested and the amount retained so long as the body is 
depleted of protein, but this relationship disappears when 
body stores of protein have been replenished. They 
conclude that in the treatment of kwashiorkor a high- 
protein intake is necessary not only in the acute phase, 
but also for some considerable time thereafter. 


David Friedberg 


INFECTIOUS DISEASES 


320. Melarsen in the Treatment of Trypanosoma 
gambiense Infection in Man 

G. C. BuTLer, A. J. DUGGAN, and M. P. HUTCHINSON. 
Transactions of the Royal Society of Tropical Medicine 
and Hygiene [Trans. roy. Soc. trop. Med. Hyg.| 51, 69-74, 
Jan., 1957. 11 refs. 


This paper describes the results of a trial of “* mel- 
arsen ”’, a pentavalent arsenical, in the treatment of 292 
cases of trypanosomiasis, of which 143 occurred in the 
northern provinces and 149 in the central belt of Nigeria. 
The optimum course of treatment for field use was found — 
to be 12 intramuscular injections, each of 15 to 20 mg. 
per kg. body weight, given at 5-day intervals. It 
appeared that the size of the individual dose was more 
important than the length of the course in producing 
toxic reactions—thus 8 doses of 30 mg. per kg. produced 
nearly 4 times as many toxic reactions as did 8 doses 
of 15 to 20 mg. per kg., while in patients treated with 
15 to 20 mg. per kg. there was no significant increase in 
toxicity when the number of injections was increased 
from 8 to 12. The longer course is recommended 
because of the lesser likelihood of the parasites acquiring 
resistance. There was no significant correlation between 
the incidence of side-reactions and the stage of the disease. 
One patient given 12 injections, each of 20 mg. per kg., 
died from arsenical encephalopathy, but it was later 
discovered that she had received arsenical therapy else- 
where just before admission. Of the other 179 treated . 
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with this dosage, only 2-2%% developed serious toxic 
reactions, and this group included a high proportion of 
poor-risk ”’ cases. 

Follow-up studies on 244 of the patients were carried 
out for 2 years and the results compared with those in 
222 cases treated with either “‘ antrypol”’ (suraminum) 
and tryparsamide or pentamidine and tryparsamide. In 
early, previously untreated cases all three forms of treat- 
ment gave an equally high rate of cure, but in advanced 
cases treatment with melarsen was considerably more 
effective than the standard courses of tryparsamide, 
melarsen in doses of 20 mg. per kg. curing 56°% of such 
patients. At the higher dosage of 30 mg. per kg. (which, 
it is stressed, should be given only under medical super- 
vision) the cure rate in advanced cases was as high as 
71%. Among 47 patients with advanced disease who 
had relapsed after one to 8 previous courses of treatment 
with antrypol and tryparsamide, the cure rate obtained 
with melarsen was*38%. Because of its low toxicity 
when given in moderate dosage melarsen offers a valuable 
means of treatment of late and relapsed cases of trypano- 
somiasis, but precautions must be taken against the 
development of acquired resistance to the drug. 

I. M. Rollo 


321. The Reappearance, Rate of Increase and Distribution 
of the Microfilariae of Onchocerca volvulus following 
Treatment with Diethylcarbamazine 

B. O. L. Duke. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. roy. Soc. trop. 
Med. Hyg.) 51, 37-44, Jan., 1957. 7 refs. 


The author reports from the Helminthiasis Research 
Scheme, Kumba, Cameroons, the results of a study 
carried out on 10 volunteer African subjects showing 
microfilariae of Onchocerca volvulus in the skin. The 
intensity of the infection ranged from very light, with 
only occasional microfilariae to be found in the skin of 
the lower extremities, to very heavy, with high concentra- 
tion in the skin of the whole body. In each case multiple 
snips were taken from the skin over the ankles, calves, 
buttocks, scapulae, and deltoid muscles on both sides of 
the body, the outer canthus of the eye on one side, and 
occasionally also from the conjunctiva. Each snip was 
weighed accurately, teased in saline, and the number of 
microfilariae counted. When microfilariae of Acantho- 
cheilonema streptocerca were observed in addition to 
microfilariae of O. volvulus in the wet preparation, fixed 
films were made and identification confirmed. Each 
patient was then given a 3-week course of diethyl- 
carbamazine (“ banocide ’’) starting with a low dose of 
50 mg. of the citrate (25 mg. of base) per day, rising to 
450 mg. citrate (225 mg. base) per day by the end of the 
first week and continuing at this level for the next 2 weeks. 
Those with heavier infections were admitted to hospital 
and all were given promethazine and codeine to alleviate 
the possibly unpleasant effects of the treatment. One day 
after completion of treatment with diethylcarbamazine a 
second series of skin snips was taken from each patient 
at sites within 1 cm. of the scars of the previous snips. 

These snips showed an almost complete disappearance 
of O. volvulus microfilariae. Individual re-examinations 


were made after 2, 4, and 7 weeks and 3, 4, 7, and 
13 months in order to determine the rate, after treat- 
ment, at which microfilarial concentration builds up; the 
pattern of distribution in relation to the pre-treatment 
pattern and the reappearance of. microfilariae in atrophic, 
fibrosed, depigmented skin are discussed. It is concluded 
from the findings in those cases in which build-up was 
most rapid that the original concentration of micro- 
filariae can be completely restored within one year of 
cessation of treatment. Also, in cases in which the eyes 
are affected or threatened, the build-up within the region 
of the eye may well begin immediately, and it would 
therefore be unwise to allow an interval of more than 
3 to 6 months to elapse before re-treatment if the danger 
of lesions to the anterior segment of the eye is to be 
prevented. Even this period may be too long if the eye 
is more seriously threatened, and therefore shorter 
intervals between treatment are necessary to prevent 
lesions and to reduce the severity of the host’s reaction, 
It is suggested that in the treatment of organized labour 
forces the most practicable method might be a heavy 
initial treatment to clear the skin, followed by a daily 
or weekly dose of the drug to keep down the micro- 
filarial population and remove the risk of unpleasant 
reactions in the host. O. D. Standen 


_ 322. Clinical Picture and Treatment of the Bite of the 
Black Widow Spider. (K TepamHH yKycos 
KapakKypta) 

Y. A. BLaGoDARNY!. Meduyuna [Klin, 
Med. (Mosk.)| 35, 76-80, No. 1, Jan., 1957. 10 refs. 


This paper describes a study of 233 cases of bite by 
the poisonous thirteen-spotted black-widow spider, 
Latrodectus tredecimguttatus, the species of Latrodectus 
found in southern Europe and Asiatic Russia. The 
local symptoms following a bite are slight in comparison 
with the general toxic condition of the patient. The 
general symptoms, in order of frequency, are pain 
throughout the whole body but especially in the limbs 
and abdomen, general weakness, headache, tightness of 
the chest, difficulty in breathing, and lumbar pain. On 
examination the patient is feverish, sweating, and often 
also shows oedema of the face and eyelids and rigidity 
of the abdominal muscles, accompanied by constipation 
and a state of general excitement. Clinically, the con- 
dition may run a slight, moderate, or grave course. In 
the grave cases the patient may be unconscious, the pulse 
weak and rapid, and there may be abdominal rigidity, 
difficulty in swallowing, and in some cases various 
neurological symptoms. The differential diagnosis may 
be difficult—the condition has at times been mistaken 
for an “ acute abdomen” or a cerebral haemorrhage. 
Convalescence is often prolonged, and some of the 
symptoms may persist for years. 

Of all the remedies tried, alcohol either by mouth or 
intravenously has proved the most efficacious. For 
intravenous infusion a 33°% solution of alcohol is ad- 
ministered 3 to 4 times a day in doses of 20 to 30 ml. 
during the first few days. This may be combined with 


local procaine analgesia around the region of the bite. 
' A. Orley 
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323. Lung Degeneration in the Therapy of Intractable 
Bronchial Asthma 

D. A. Husvéti, and G. BALOGH. 
Journal of Thoracic Surgery [J. thorac. Surg.] 33, 166-184, 
Feb., 1957. 9 figs., 48 refs. 


After discussing factors concerned in the aetiology of 
astma, the authors suggest that the extrinsic vegetative 
nerve fibres of the lung play an essential part in main- 
taining the vicious circle of bronchospasm, mucosal 
swelling, hypersecretion, and pulmonary stasis. Inter- 
ruption of this reflex was effected in 19 cases treated at 
the Third Surgical Clinic of the University of Budapest 
by surgical division of the pulmonary branches of the 
vazus nerve from the recurrent laryngeal nerve to the 
dizphragm and the removal of the second to the fifth 
ganglia in the sympathetic chain. A 2-stage bilateral 
resection was performed on 12 patients, unilateral on 7. 
There was one operative death. 

Bronchoscopic and respiratory studies and post- 
operative bronchograms indicated relief or cessation of 
the “allergic and infective processes’? and improved 
thoracic movements, while in most cases the lung was no 
longer reactive to histamine but had an increased 
reponse to adrenaline. Irreversible changes such as 
emphysema and chest rigidity remained unaltered. 
Follow-up over one to 3 years revealed that 8 of the 
patients treated bilaterally and 2 of those treated uni- 
laterally had benefited so much as no longer to require 
treatment. Seven others had improved and one patient 
had died from unrelated causes. C. A. Jackson 


324. The Relative Importance of Allergy and Other 
Factors in the Aetiology of Bronchial Asthma. (Impor- 
tance comparée du facteur allergique et des autres 
facteurs dans l’étiologie de l’asthme bronchique) 

P. VALLERY-RaApDOoT, C. LAROCHE, P. MILLIEz, P. BLA- 
MOUTIER, and N. T. Ky. Semaine des hépitaux de Paris 
[Sem. Hép. Paris] 32, 4095-4103, Dec. 26, 1956. 3 figs. 


An analysis of the causes of asthma in 803 patients 
attending the Hd6pital Broussais, Paris, is presented. 
Seasonal asthma due to pollen sensitivity was excluded. 

The incidence of allergic factors was greatest in infancy 
and childhood, being 73-5°%% up to 9 years of age, falling 
to 50% between 30 and 39 years, and to 33% or less 
over 50 years of age. The reverse was true for infection, 
the incidence being 60°% in patients over 50 years of age 
and 13% in those up to 9 years of age. The authors 
considered that allergic factors were responsible for the 
asthma in 53% of their patients and bronchial infection 
in 34-25%. Various other causes were responsible in 
5°%, no cause being found in 7-75°%. 

In the allergic group the asthma was due to sensitivity 
to house dust in 55% of cases, to feathers in 49°%%, and 
to animal danders in 30%. Other allergens detected 
were wool (10°), cereal pollen (8-8°%), horse hair (8-1%), 
kapok (6%), cotton (5-5%), moulds (4-4°%), wheat 


flour (3%), and silk (2%). (It was considered that more 
thorough investigation would have resulted in a higher 
figure for mould spore sensitivity.) 

The recognition of house-dust sensitivity has contri- 
buted considerably to the increase in frequency of 
diagnosis of allergic asthma—20 years ago the authors 
attributed only 10% of their cases to allergic factors; . 
in 1951 this had become 30%, and in the present study 
the figure is 539%. The conclusions are shown to be 
comparable with those of other workers. J. Pepys 


325. Asthma among Undergraduates at the University of 
Wales 

G. Grant. Acta allergologica [Acta allerg. (Kbh.)\ 11, 
37-44, 1957. 6refs. 


The author has investigated the prevalence of asthma 
among undergraduates entering the University of Wales. 
The data were collected during the years 1950-4 at a 
voluntary medical examination to which 76% of new 
entrants submitted themselves in 1950-1, this figure 
rising to 86% in the academic year 1953-4: Altogether, 
records were available for a total of 4,571 students, of 
whom 152 (3-3%) gave a history of asthma. In 64 of 
these (1-4°%) the attacks had ceased, but in 88 (1-9%) 
were still continuing—that is, 42°% of all students with a 
history of asthma were free of the disease by the time > 
they came to the University. No student had to change 
a course or give up study because of the disability. The 
relatively high proportion of asthmatics in this popula- 
tion, compared with about 1% in the general population 
of similar age, suggests that these subjects find at a 
university a not unfavourable environment. 

A. W. Frankland 


326. On the Ability of the Skin of Infants and Young 
Children to Fix Skin Sensitizing Antibodies. Passive 
Transfer by the Method of Prausnitz—Kiistner 

T. SAMS@E-JENSEN and K. H. KRISTENSEN. Acta allergo- 
logica {Acta allerg. (Kbh.)| 11, 28-36, 1957. 13 refs. 


Previous studies of sensitization by the passive-transfer 
method of Prausnitz and Kiistner have shown that a 
small percentage of individuals are found to be “ poor 
receptors ’’, presumably because their skin apparently 
does not possess the ability to fix antibody and react 
with the corresponding antigen. In the present study, 
carried out at Sundby Hospital, Copenhagen, 105 children 
whose weights ranged from 1,380 g. to 14-98 kg., com- 
prising premature and full-term babies and young children 
below the age of 2 years, were sensitized by the Prausnitz—' 
Kiistner method, a 10°% solution of a pooled dried serum . 
containing grass-pollen antibody being used. No “* poor 
receptors ’’ were demonstrated; on the contrary, indivi- 
dual reactions were “ rather marked” and no subject 
failed to react. There was an increasing cutaneous re- 
activity with increasing weight, probably associated with 
increasing maturation of the skin, and particularly of the 
capillary network. A. W. Frankland 
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327. Amino Acid Solution for Intravenous Use. The 
Reduced Incidence of Systemic Reactions when Using a 
Low Glutamic Acid Mixture 


Clinical Nutrition [Amer. J. clin. Nutr.] 5, 11-13, Jan.- 
Feb., 1957. 8 refs. 


The intravenous administration of amino-acid mixtures 
often causes symptoms of intolerance, of which the first 
is usually nausea. The occurrence of this and other 
symptoms increases in frequency with increased rates of 
administration and has been attributed to the glutamic 
acid content of -tkhe solutions used. At St. Barnabas 
Hospital (University of Minnesota), Minneapolis, the 
authors compared the effects of two 5% solutions of. 
amino-acids, one containing 5-2 g. of glutamic acid per 
litre and the other about one-fifth of this amount, given 
intravenously to surgical patients before or after opera- 
tion. The former solution caused nausea in 23% of 
181 cases when given at rates up to 0-35 g. per kg. body 
weight per hour and in 43% of 23 cases when given at 
rates over 0-5 g. per kg. per hour. The solution with 
low glutamate content on the other hand caused nausea 
in only about 1% of 63 cases when given at the lower 
rate, and in 19°% of 57 cases when given at the higher rate. 
Other symptoms were also less frequent with the low- 
glutamate solution. John Yudkin 


328. The Vitamin B,;2 Content of Human Liver Tissue 
and Its Nutritional Significance. A Comparison Study 
of Various Age Groups 

M. E. Swenpseip, E. Hvo.Boii, G. Scuick, and J. A 


Hatstep. Blood [Blood] 12, 24-28, Jan., 1957. 1 fig., 
17 refs. 

METABOLISM 
329. Preliminary Report on the Effects of a Plasma Lipid 
Mobilizing Factor in Man 


W. A. Sreicer, C. J. D. ZARAFONETIS, G. M. MILLER, 
J. Serrrer, and D. H. BAEDER. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 232, 605-612, Dec., 
1956. 3 figs., 4 refs. ' 


Material containing a lipid-mobilizing factor was pre- 
pared by dialysis of plasma from horses previously 
injected with 5 mg. of cortisone per kg. body weight, the 
final product containing 30 mg. of dried dialysate per ml. 
This material produced no reaction when injected in a 
1:10 dilution intradermally into human subjects. 
Intravenous injection of single doses of 0-25 to 1 mg. 
per kg. body weight into 24 patients with various diseases 
resulted in an approximately twofold increase in the 
plasma fatty acid, total cholesterol, and lipid phosphorus 
levels. Maximum plasma lipid levels were reached within 
2 to 3 hours of the injection, and the elevation persisted 
for at least 24 hours. In one further patient no such 


C. O. Rice and J. H. StRICKLER. American Journal of 


Nutrition oid Metabolism 


response occurred until the dose was raised to 3-0 mg, 
per kg. No significant changes resulted in temperature, 
pulse rate, respiration, blood pressure, blood glucose 
level, eosinophil count, or clotting time in any patient, 
In one patient with angina pectoris no pain or electro- 
cardiographic changes developed during the period of 
lipaemia. Daily injections given to two patients for 14 
and 5 days respectively led to an even more striking 
elevation of plasma lipid levels, the total cholesterol level 
rising in one case from 240 to 854 mg. per 100 ml, 
the total fatty acid level from 352 to 986 mg. per 100 ml, 
and the lipid phosphorus level from 7-92 to 14-65 mg. per 
100 ml. Again there was no change in total eosinophil 
count or clotting time, nor was the basal metabolic rate 
or the 24-hour radioactive iodine uptake affected. 
Robert de Mowbray 


330. Effects of Fat Ingestion and Heparin Administra- 
tion on Serum Lipids of ‘‘ Normal ’’ Hypercholesterolemic, 
Hyperlipemic and Atherosclerotic Subjects P 

P. T. Kuo, C. R. Joyner, and J.G. REINHOLD. American 
Journal of the Medical Sciences [Amer. J. med. Sci. 
232, 613-623, Dec., 1956. 11 figs., 29 refs. 


In an investigation carried out at the Hospital of the 
University of Pennsylvania, Philadelphia, into the effects 
of heparin administration on the serum lipid levels before 
and after a fatty meal 7 patients aged 32 to 48 years 
with idiopathic hyperlipaemia were studied, 3 of whom 
had cutaneous xanthomata. The serum total esterified 


fatty acid concentration ranged from 24-2 to 67:2 (mean 


34-0) mEq. per litre, the cholesterol level from 224 to 
724 (mean 439) mg. per 100 ml., and the phospholipid 
level from 198 to 655 (mean 447) mg. per 100 mi, 
Injection of 10 to 25 mg. of heparin intravenously was 
followed by a prompt fall in concentration of total 
esterified fatty acids by 2-3 to 20-5 (mean 11-7) mEq, 
per litre, the extent of the fall apparently depending 
upon the initial level. Twelve patients aged 6 to 52 years 
with hypercholesterolaemia (blood cholesterol level 
above 350 mg. per 100 ml.) were also studied. In 6 of 
these patients the condition was familial and was asso- 
ciated with xanthoma tendinosum. The fasting serum 
cholesterol level ranged from 372 to 802 (mean 506) mg. 
per 100 ml., the phospholipid level from 338 to 675 
(mean 408) ml. per 100 ml., and the total esterified fatty 
acid level from 11-0 to 19-5 (average 15-6) mEq. per litre. 
Injection of heparin was followed by a slight fall in the 
total esterified fatty acid concentration by 1-3 to 42 
(mean 2:3) mEq. per litre. In 5 normal female and 
5 normal male subjects aged 16 to 39 years heparin 
injection led to a mean fall in total esterified fatty acid 
level of 1-7 mEq. per litre. In none of the subjects in 
these three groups were there any changes in the serum 
cholesterol or phospholipid levels after the injection of 
heparin. In 15 patients with coronary or peripheral 
arterial disease or both, 3 of whom had mild hyper- 
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lipaemia and 5 had hypercholesterolaemia, the response 
to heparin was intermediate between that of the hyper- 
lipemic afd hypercholesterolaemic subjects. 

The ingestion of a fatty meal (containing 40° butter 
fat by weight) and representing 0-6 g. of fat per Ib. 
(1:3 g. per kg.) body weight was followed by a progres- 
sive rise in the serum fatty acid level for up to 5 hours 
in ) of the 7 hyperlipaemic patients, 10 of the 12 hyper- 
chclesterolaemic patients, 10 of the 15 atherosclerotic 
patients, and 2 of the 10 normal subjects. Injection of 
heparin at the height of the lipaemia led to a variable 
recuction of the serum triglyceride concentration in all 
sul jects. The serum phospholipid levels tended to rise 
sli: htly; the serum cholesterol levels, however, were 
un. ffected. : \ 
injection of heparin was also followed by a marked 
increase in mobility of the alpha and beta lipids in the 
no mal and idiopathic hyperlipaemic subjects in the post- 
pr: ndial state, but not in the fasting state. There was 
no evidence, however, to support the suggestion that 
heparin might transform beta lipoprotein into alpha 
lipoprotein. Robert de Mowbray 


33’. Weight Gain from Simple Overeating. II. Serum 
Li:ids and Blood Volume 

J. ©. ANDERSON, A. LAWLER, and A. Keys. Journal of 
Ci nical Investigation [J. clin. Invest.] 36, 81-88, Jan., 
19.7 (Part I). 1 fig., 17 refs. 


\t the University and Hastings State Hospital, Min- 
ne ota, the authors have studied the effects of increased 
focd intake on 20 male schizophrenic patients aged 33 
to 45, who were encouraged to overeat without increasing 
thir physical activity. To the patients’ customary daily 
dict, consisting of 125 g. of protein, 305 g. of carbo- 
hydrate, and 120 g. of total fats (supplying a daily mean 
of 2,800 Cal.), were added 108 g. of carbohydrate and 
22 g. of fat, the mean protein consumption remaining 
about the same; the proportion of fat was thus relatively 
slightly diminished. In a previous paper (Metabolism, 
1955, 4, 427; Abstracts of World Medicine, 1956, 19, 
284) the authors described a similar study in which they 
reported the composition of the tissue gained; in this 
paper they record the changes in the blood volume and 
serum lipid content. 

After 20 weeks of overfeeding, during which the average 
increase in caloric intake ranged from 8% to 39%, the 
patients’ gain in weight varied widely, the mean gain being 
10-5 kg. (range 2 to 22 kg.); for each individual patient, 
however, the daily intake and weight gain during the 
period of overfeeding were almost constant. The plasma 
volume increased by a mean of 0-13 litre in the first 
10 weeks, but after that remained constant. The hae- 
matocrit and the calculated blood volume rose signi- 
ficantly in the first 10 weeks; during the second 10-week 
period it decreased by an insignificant amount. These 
changes were observed both in those who gained much 
weight and those who gained but little, and the largest 
increases in blood volume were not correlated with the 
biggest weight gains. In those who gained most weight 
the serum cholesterol level (initially 241 mg. per 100 ml.) 
rose by 40 mg. per 100 ml. during the first 10 weeks 


but fell slightly thereafter; in those who gained least 
weight there was also a rise, but this was insignificant 
(mean 13-+9 mg. per 100 ml.). The concentration of 
the Ss 12-20 lipoproteins (determined in 12 cases) 
increased during the second half of the period of over- 
eating, the mean rise being 22 mg: per 100°ml., during 
which time the serum cholesterol level fell by the in- 
significant amount of 5-4 mg. per 100 ml. 

Discussing these results the authors point out that in 
a previous separate study it was shown that the serum 
cholesterol level in middle-aged men in caloric equi- 
librium was not correlated with body weight. The 
present study has shown that in those who gained most 
weight the serum cholesterol level was highest and 
increased by the greatest amount, the increase being 
proportional to the weight gain, although the proportion 
of dietary calories provided by fats was actually de- 
creased. 

As a possible explanation of the increase in the serum 
cholesterol content in this study the authors suggest 
that the serum cholesterol, being part of the fat transport 
system, tends to reflect the total fat ingestion. ‘When 
men increase their activity as well as their fat intake, 
the cholesterol level does not rise, presumably because 
of an increase in the circulatory rate and hence of the 
rate of fat transport. It is therefore concluded that the 
serum cholesterol level is determined by the fat load 
per unit of circulation imposed on the blood. The 
transport -of the fat back from the peripheral tissues 
does not appear to affect the serum cholesterol level. 


The increase in level of the S¢ 12-20 lipoproteins which | 


occurred in the second 10 weeks involved the transfer 
of only about one-fortieth of the plasma cholesterol 
from one class of lipoprotein to another. There is no 
apparent reason for this difference, but this class of 
lipoproteins showed a slower and longer continued 
response to the increase in food intake than did the 
fractions in the blood which are preponderantly 
cholesterol-bearing. A. Gordon Beckett 


332. Influence of Dietary Factors upon Human Serum 
Lipoprotein Concentrations 

A. V. NicHoits, V. Dopsin, and J. W. GOFMAN. 
Geriatrics [Geriatrics] 12, 7-17, Jan., 1957. 12 refs. 


At the University of California, Berkeley, the authors 
carried out three experiments in order to study the effect 
of various dietary changes on the different fractions of 
serum lipoprotein. In the first and most detailed experi- 
ment 5 healthy men aged 20 to 49 were given different 
isocaloric diets for three successive periods, as follows: 
(1) a low-fat, high-carbohydrate diet; (2). a high- 
vegetable-fat, moderate-carbohydrate diet; and (3) a 
high-animal-fat, moderate-carbohydrate diet. In the 
second experiment 28 overweight subjects [age and sex 
not stated] consumed at home a weight-reducing diet 
which was devised to supply 1,000 Cal. with reduced 
fat and carbohydrate content; these subjects lost an 
average of 14 Ib. (6-4 kg.) in 8 weeks. In the third 
experiment 5 laboratory workers [age and sex not 
stated] took 6 egg-yolks daily in addition to their ordinary 
diet for 2 to 3 weeks, the changes in the serum lipo- 
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protein levels being compared with those of two other 
laboratory workers who did not take the additional egg- 
yolks. 

The study involving the three isocaloric diets showed 
no difference in levels of S¢ 0-20 lipoprotein fractions as 
between the high-carbohydrate and high-vegetable-fat 
diets, but a higher serum level of these fractions with the 
high-animal-fat diet. This difference was also reflected 
in the (calculated) serum cholesterol levels. On the 


other hand the level of the Ss 20-400 lipoprotein fractions - 


was the same on the diets with a high vegetable-fat or 
high animal-fat content, but was higher with the high- 
carbohydrate diet. This difference would imply chiefly 
a difference in neutral fat and an almost undetectable 
difference in total serum cholesterol. The diet involving 
caloric restriction produced a fall in both the S¢ 0-12 and 
S¢ 20-400 lipoprotein fractions. In the third experiment 
the addition of egg-yolk produced only a small increase 
in the S¢ 0-12 fraction; it is pointed out, however, that 
the ordinary diet of the subjects in this experiment was 
already high in animal fat. 

The authors stress that measurement of the serum 
cholesterol level only would not have revealed some of 
the differences found by estimation of the different lipo- 
protein fractions. John Yudkin 


METABOLIC DISORDERS 


333. Copper Transport and Excretion in Normal Subjects 
and in Patients with Laennec’s Cirrhosis and Wilson’s 
Disease: a Study with Cu%+ 
W. N. Jensen and H. Kamin. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.| 49, 200-210, 
Feb., 1957. 7 figs., 25 refs. 


After a brief review of the biochemistry of plasma 
copper, this paper from the School of Medicine, Duke 
University, Durham, N.C., reports the results of a study 
of copper metabolism in 3 patients with Wilson’s disease 
(hepatolenticular degeneration) and 2 with Laennec’s 
cirrhosis and in 4 normal subjects. Brief case histories 
of the patients with Wilson’s disease are given and the 
results of the examination of their relatives are outlined. 
Two of these patients were brothers, the disease in one 
being diagnosed in the course of the survey of relatives, 
but no other case was found in either of the families 
concerned. Each of the 9 subjects was given by mouth 
3 mg. of copper as copper acetate which contained 1 mc. 
of radioactive copper (®4Cu). At intervals thereafter 
blood was withdrawn into heparinized; copper-free glass- 
ware. The total Cu content of the plasma was counted 
directly and the non-globulin-bound %Cu content after 
precipitation of the globulin by ammonium sulphate. 
The globulin-bound %Cu content was calculated as the 
difference between the two. Urinary Cu output was 
also determined. 

The patients with Wilson’s disease differed from the 
normal subjects in the following respects. (1) The total 


plasma %Cu content failed to rise again after falling 


from initial peak levels which were higher in 2 cases 
than in the normal subjects. (2) The non-globulin- 
bound Cu content of the plasma showed a higher early 
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peak level and a slower fall to a constant level. 


(3) The 
plasma globulin-bound Cu level declined after an early 
peak in contrast to the steady rise found in the normal 


subjects. (4) The renal clearance of non-globulin- 
bound ®Cu was greater than in the normal subjects 
and the 48-hour urinary excretion of Cu was also 
greater. (5) The plasma and erythrocyte levels of Cy 
became equal 20 hours after the administration of copper 
compared with 5 hours in the normal subjects. 

In the cirrhotic patients the initial plasma ®Cu levels 
were the same as in the normal subjects, but during the 
period from 6 to 60 hours after administration they were 
higher, mainly on account of an increase in the globulin. 
bound fraction. Charles Rolland 


334. Hepatolenticular Degeneration (Wilson’s Disease) 
as a Form of Idiopathic Cirrhosis 

T. C. CHALMeRS, F. L, Iper, and L. L. UZMAN. New 
England Journal of Medicine [New Engl. J. Med.) 256, 
235-242, Feb. 7, 1957. 5 figs., 46 refs. 


The authors of this paper from the Walter Reed Army 
Institute of Research, Washington, D.C., set out to show 
that hepatolenticular degeneration may occur without 
any neurological abnormalities. They describe 5 cases 
of cirrhosis of the liver in two families, the age at onset 
of symptoms in these cases being 15, 12, 17, 5, and 
11 years respectively. In the first family 3 sisters died 
from cirrhosis without manifesting any neurological 
abnormalities. The diagnosis in 2 of these, no special 
tests for hepatolenticular degeneration having been 
carried out, was familial juvenile cirrhosis. In the third 
case Wilson’s disease was diagnosed from the presence 
of Kayser—Fleischer rings in the cornea and the results 
of biochemical tests which were compatible with hepato- 
lenticular degeneration; the diagnosis was confirmed at 
necropsy by the finding of an excessive amount of copper 
in the brain. A presumptive diagnosis of Wilson’s 
disease therefore seems likely in the other two cases in 
this family. 

In the second family the biochemical abnormalities 
of hepatolenticular degeneration were present in two 
siblings, but only one had symptoms of a neurological 
disorder, which did not become apparent until 7 years 
after the onset of jaundice and hepatomegaly. . The 
authors suggest that the so-called “‘ abdominal” form 
of Wilson’s disease may be a relatively common cause 
of idiopathic cirrhosis in children and young adults. 

The biochemical abnormalities of Wilson’s disease 
(increased excretion of copper, amino-acids, and peptides 
in the urine, decreased plasma levels of copper, uric 
acid, and ceruloplasmin, and increased copper content 
of the brain and liver) are discussed in relation to the 
laboratory tests. A simplified method of demonstrating 
the presence of excessive copper in needle biopsy or 
necropsy specimens of the liver is described. 

Joseph 


335. Gout and Diabetes 
T. E. Weiss, A. SEGALOFF, and C. Moore. Metabolism 
[Metabolism] 6, 103-106, March, 1957. 11 réfs. 
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Gastroenterology 


336. The Value of the Oral Glucose Test in the Diagnosis — 


of Pancreatic from Idiopathic Steatorrhoea 

R. GappiE, G. THomas, N. SmiTH, and J. M. FRENCH. 
Quarterly Journal of Medicine [Quart. J. Med.] 26, 121- 
130, Jan., 1957. 4 figs., 25 refs. 


In the differential diagnosis of idiopathic and pan- 
creatogenous steatorrhoea it is necessary to determine 
the activity of pancreatic enzymes in spetimens of duo- 
denal juice, which involves the difficult and tedious 
technique of duodenal intubation. The authors of this 
paper from the General and Queen Elizabeth Hospitals 
and the University, Birmingham, report a study of the 
results of the glucose tolerance test in 10 patients with 
id'opathic steatorrhoea and 10 patients with steatorrhoea 
of pancreatic origin. The diagnosis in the latter group 
hed been confirmed by duodenal intubation and micro- 
scopical examination of stools as well as by the results 
of a fat balance test. 

In the 10 patients with idiopathic steatorrhoea there 
was a characteristically flat glucose tolerance curve. Of 
the 10 with pancreatogenous steatorrhoea, 2 of whom 
had insulin-treated diabetes, the fasting blood sugar level 
was raised in 3, the peak of the curve was above normal 
in all, and there was a delay in the return to a normal 
blood sugar range in all except one patient. The mean 
curves for these two groups of patients with steatorrhoea 
were distinctly different. 

It seems clear from this study that the flat glucose 
tolerance curve in idiopathic steatorrhoea is due to 
delayed intestinal absorption, whereas the “ diabetic ” 
type of glucose tolerance curve in pancreatogenous 
steatorrhoea results from involvement of the islets in 
diffuse pancreatic fibrosis. J..N. Harris-Jones 


337. Total Colectomy and Ileo-rectal Anastomosis in 
Diffuse Ulcerative Colitis 

S.AyLetr. British Medical Journal [Brit. med. J.]1, 489- 
492, March 2, 1957. 5 figs., 2 refs. 


The author reports the results of total colectomy and 
ileo-rectal anastomosis in 47 cases of ‘ulcerative colitis 
operated*on at the Gordon and Metropolitan Hospitals, 
London. His technique is either to make a temporary 
defunctioning ileostomy at the time of the resection and 
anastomosis or, when the patient is severely ill, to 
exteriorize the terminal ileum and proximal end of the 
rectum and anastomose them later. This procedure is 
designed to minimize the risk of breakdown at the 
suture line. There were 2 postoperative deaths, and in 
a further 5 cases the final stages of treatment had not 
been completed. 

Of the 40 patients available for review, 29 were in 
normal health, at full-time work in their former occupa- 
tions, able to lead a normal life, and having fewer than 
6 bowel actions daily. In a further 6 cases the health 


was good but the bowel actions numbered between 7 
and 10 daily, and this limited the patient’s activity. 
Another 2 patients had more than 10 daily evacuations, 
and in 3 cases there was enough residual proctitis to 
produce symptoms of anaemia. The rectum in all these 
cases had been repeatedly examined since the operation. 
In nearly every case the mucosa appeared to have re- 
generated, and this was confirmed by biopsy in a number 


of instances. Owing to fibrosis, however, the lumen was ° 


diminished, and the mucosa seemed to be fixed to under- 
lying structures. Two of the cases with residual proc- 
titis subsequently responded to intrarectal ultraviolet 
light. 

Although no cases in the present series have needed 
later rectal excision and permanent ileostomy, the author 
is of opinion that the conversion “* would not present any 
great surgical problem ”’. T. D. Kellock 


STOMACH AND DUODENUM 


338. Bleeding from the Upper Gastro-intestinal Tract. 
An Analysis of 111 Cases 
C. M. SmytHe, M. P. OsBorNeE, N. ZAMCHECK, W. A. 


RICHARDS, and W. M. Mapison. New England Journal 


of Medicine [New Engl. J. Med.| 256, 441-447, March 7, 
1957. 22 refs. 


Between July 1, 1954, and March 31, 1955, 111 cases 
of acute gastro-intestinal haemorrhage were admitted to 
the Harvard Services of the Boston City Hospital. Of 
these 109 patients (2 were admitted twice), 87 were males 
and 22 females and their ages ranged from 13 years to 
88 years, half being over 60 and about one-quarter 
over 70. There were 28 deaths in the series, an over-all 
mortality of 25:-4%. Cirrhosis was present in 22 cases. 

In all cases liver function was studied, the ‘‘ brom- 
sulphalein ’’ retention test being performed; in 96 cases 
x-ray examination of the gastro-intestinal tract was 
carried out within 24 hours of admission; and in 24 
cases emergency oesophagoscopy was undertaken. 
Treatment consisted in prompt and liberal replacement 
of blood and a diet of milk and gruel, with non-absorb- 
able antacids and night feedings. Sedatives and anti- 
spasmodics were given as a routine, but morphine was 
avoided. 

The cases were grouped according to the severity of 
the haemorrhage: (1) severe haemorrhage (haematocrit 
25% or less, or a transfusion of 2,500 ml. of blood 
required, or both), 68 cases; (2) moderate haemorrhage 
(haematocrit above 25% and transfusion: of less than 
2,500 ml. of blood), 34 cases; and (3) minimal haemor- 
rhage (haematocrit above 35°% and no transfusion), 
9 cases. The gross mortality was 11% in the cases of 
minimal, 12°%% in cases of moderate, and 34% in cases 
of severe haemorrhage. 
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For further analysis the patients were divided into 
two groups. The first group included 65 patients with 
benign peptic ulceration and 6 with malignant ulcers. 
Of these, 43 had severe haemorrhage and 35 were sub- 
jected to some type of gastrectomy. There were 13 
deaths in this group (5 occurred during medical treat- 
ment), all in the 37 patients over 60 years of age, giving 
a mortality of 31-5% for this age group. The second 
group included 40 patients with haemorrhage from 
various causes, such as gastritis, oesophageal varices, 
hiatus hernia, peptic oesophagitis, argentaffinoma, and 
uncertain and undiagnosed lesions. There were 15 
deaths, giving an over-all mortality of 37-5°%. Deaths 
occurred even among those with milder degrees of blood 
loss and were not confined to the older age group, 
’ indicating that death was often not due directly to 
haemorrhage but rather to a chain of events initiated by 
haemorrhage. Only 4 patients were operated on; 3 
died. Of the remaihing 12 deaths during medical treat- 
ment, 8 occurred in hepatic coma and in all of them 
haemorrhage had apparently ceased before death. 

The authors conclude that advanced age and liver 
disease are the most serious complications associated 
with gastro-intestinal haemorrhage, and point out that 
conclusions drawn from data for patients with haemor- 
rhage from peptic ulcer only cannot be applied to cases 
of haemorrhage from other causes, in which both the 
mortality and the incidence of liver disease are higher. 
As liver disease is frequently the fundamental problem 
in this group, successful control of haemorrhage cannot 
be expected to result in a marked reduction in mortality. 

L. G. Fallows 


339. Carcinoma of the Proximal Third of the Stomach: 
a Critical Study of Clinical Observations in 74 Cases 

M. EIseNBUD and N. Finsy. Annals of Internal Medicine 
[Ann. intern. Med.| 46, 43-52, Jan., 1957. 11 refs. 


An analysis is presented of 74 cases of histologically 
proved adenocarcinoma confined to the proximal third 
of the stomach treated at the New York Hospital, New 
York, during the period 1947-52. The ratio of male to 
female patients was 2:7:1. Age distribution was un- 
related to sex. The youngest patient (a woman) was 
32 years old, but 64 (86°%) were aged 50 or more and 
40 (54%) were over 60. The most frequent initial 
symptoms complained of were pain (35 cases) and dys- 
phagia (19 cases), flatulence and weakness being less 
common; 3 of the patients had no symptoms. Less 
than 10°% were seen within a month of the onset of 
symptoms and 4 patients did not seek advice until their 
symptoms had been present for a year or more. 

Abnormal physical findings were not frequent, being 
present in 39 (53°%%) of the 74 patients; the principal 
signs were cachexia, enlarged liver, and abdominal 
tenderness. An abdominal mass was present in only 8 
(11%) and a sentinel node in one case. The commonest 
symptoms were pain (56 cases), mostly epigastric but of 
no characteristic pattern, and weight loss greater than 
10 Ib. (4:5 kg.) in 55 cases. Other less frequent symp- 
toms were weakness and dysphagia. Pain was worse 
after a meal in 24 out of 26 patients, and relieved by 
taking food in the other 2 cases. Anaemia, usually 
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hypochromic, was present in 35 out of 73 patients, but 


was usually not severe. Tests for occult blood gave a 
positive result in only 16 out of 31 anaemic patients and 
in 8 of 28 non-anaemic patients. Achlorhydria was 
found in 22 of 32 patients tested; of the remainder, 5 had 
marked hyperchlorhydria. Staining by Papanicolaou’s 
method of the gastric contents was a satisfactory diag- 
nostic procedure, malignant cells being identified in 2} 
out of 33 cases (64%). Endoscopy was also useful, a 
lesion being seen in 31 of 34 cases, but diagnosis was 
difficult. Only 14 out of 25 gastric biopsies revealed the 
ptesence of malignancy. Radiography of the gastro- 
intestinal tract, performed in 62 cases, resulted in a 
correct diagnosis in 45 (72°%) and a misdiagnosis in 9 
(15%); the lesion was entirely missed in 8 (13%). At 
necropsy or operation the lesion had not spread in 4 
cases and had spread to a single site (the distal Oeso- 
phagus or regional lymph nodes) in 13 cases. 

Of the 47 patients treated by partial (38 cases) or total 
gastrectomy (9 cases) only 6 (13°% of those operated on) 
were alive after 30 to 97 months. In patients with 
spread of the tumour to the liver or outside the abdomen 
the postoperative survival time was short. On the other 
hand local spread (including involvement of regional 
lymph nodes and oesophagus), marked loss of weight, or 
achlorhydria were not incompatible with survival. No 
favourable prognostic signs, however, could be estab- 
lished, and short duration of symptoms was not asso- 
ciated with longer survival. M. Lubran 


340. The Effect of Morphine Sulfate on Gastric Motility, 
Some Radiologic Observations in Man 

R. S. Crone and G. M. ARDRAN. Gastroenterology 
[Gastroenterology] 32, 88-95, Jan., 1957. 1 fig., 17 refs. 


A radiological study of the effects of morphine sulphate 
on the movements and tone of the stomach is reported 
from the Radcliffe Infirmary and Nuffield Institute for 
Medical Research, Oxford. Serial radiographs of the 
stomach, at the rate of one per second for several periods 
of 7 minutes each, were taken in 20 healthy volunteer 
medical students. A dose of 4 to 6 mg. of morphine 
sulphate by intravenous injection, the dose depending on 
the weight and physique of the subject, produced an 
increase in the peristaltic amplitude and propulsive 
power for approximately 30 minutes in 18 of the 20 
subjects. This period of increased activity was followed 
by a longer period when peristaltic amplitude was 
reduced and propulsion abolished. In the remaining 
2 subjects, who felt faint and nauseated after the injec- 
tion, peristalsis was very shallow and propulsion in the 
stomach could not be detected. There was no evidence 
to suggest that morphine caused an increase in tone of 
the pylorus greater than that of the stomach itself. 

A, Wynn Williams 


341. Primary Malignant Neoplasms of the Duodenum. 
Discussion Based on Seventeen Cases, with Emphasis on 
Radiologic Diagnosis 

S. Ocusner and M. S. KLeckner. Journal of the 
American Medical Association [J. Amer. med. eng 163, 
413-417, Feb. 9, 1957. -4 figs., 18 refs. 
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LIVER 


342. Hypoglycemia in Primary Carcinoma of the Liver 
A. J. S. McFapzean and YEUNG Tse Tse. A.M.A. 
Archives of Internal Medicine [A.M.A. Arch. intern. Med.] 
98, 720-731, Dec., 1956. 8 figs., 25 refs. 


Glucose metabolism was investigated at Queen Mary 
Hospital, Hong Kong, in 27 consecutive and 2 additional 
Chinese patients with primary carcinoma of the liver. 
I, 25 cases the tumour was a massive hepatoma and in 
4 a cholangiocarcinoma. The diagnosis. was confirmed 
i) all cases by needle biopsy and, with 3 exceptions, also 
by necropsy. 

In 9 patients with massive hepatoma persistent hypo- 


g ycaemia developed, which was absent in the remaining 


15 patients. It.is generally accepted that hepatogenic 
hypoglycaemia is characterized by a “ plateau”’ type of 
¢ ucose tolerance curve. Since this was not found in 
any of the cases of hepatoma—though in all those of 
c.olangiocarcinoma the plateau curve developed rela- 
t:vely early—it would appear that in hepatic disease there 
may be two fundamentally different mechanisms leading 
t» hypoglycaemia. In the intravenous glucose tolerance 
test a raised blood sugar level was usually found after 
2 hours in a variety of liver diseases, but not in any of 
tie cases of hepatoma. 

The rate of fall of the serum inorganic phosphorus 
l-vel during the course of the intravenous glucose 
tolerance test is often regarded as an index of peripheral 
clucose utilization. The rate of fall was variable in 
cases of hepatoma, but was often significantly less than 
i. normal subjects. In hepatoma, therefore, glucose 
seems to be diverted away from peripheral utilization, 
cradually depleting the liver stores and presumably being 
taken up by the tumour, since an increased glycogen 
content was found in the neoplasms. Owing to this 
persistent demand for sugar by the tumour exhaustion 
of the liver reserves occurs, and this leads to hypo- 
elycaemia. 

In some cases it was found that administration of 
cortisone was more helpful in combating the recur- 
ient hypoglycaemia than the frequent administration of 
glucose. Z. A. Leitner 


343. Changes in Serum Transaminase and Aldolase 
Activity in Liver Disease. (Modifications des trans- 
aminases et de l’aldolase sériques au cours des maladies 
du foie) 

M. V. SCHWARZMANN. Archives des maladies de 
l'appareil digestif et des maladies de la nutrition [Arch. 
Mal. Appar. dig.] 46, 11-21, Jan.—Feb., 1957. 19 refs. 


Estimations of the plasma concentrations of trans- 
aminases and aldolase were carried out at the Hépital 
Saint-Antoine, Paris, in patients with various hepatic 
diseases by means of the chromatographic and spectro- 
photometric methods which have been described by 
Karmen, Wroblewski, and La Due, which yielded almost 
identical results. 

The plasma transaminase levels rose considerably in 
patients with hepatitis and to a lesser degree in those 
with mechanical jaundice associated with parenchy- 


matous damage, in cirrhosis with impaired liver function, 
and sometimes in patients with primary or secondary 
carcinomatosis of the liver. In each group the titres 
for both glutamic-pyruvic and glutamic-oxalo-acetic 
transaminase reached levels 4 to 8 times higher than 
those in the control subjects. Thus the determination 
of serum transaminase levels is not diagnostic per se, 
but indicates fairly accurately the extent of parenchy- 
matous dysfunction. Serum aldolase levels on the other 
hand were affected only by hepatitic changes and not 
by any other pathological process inside the liver. A 
rise in serum aldolase concentration is thus of diagnostic 
value, though it does not indicate quantitatively the 
extent of altered liver function. Therefore the two tests 
are supplementary to each other, and together they 
deserve to be used regularly in addition to the better 
known liver function tests. L. H. Worth 


344. The Bacterial Content of the Small Intestine in 
Normal and Cirrhotic Subjects: Relation to Methionine 
Toxicity 

G. A. Martini, E. A. PHEAR, B. RUEBNER, and S. 
SHERLOCK. Clinical Science (Clin. Sci.] 16, 35-51, Feb., 
1957. 1 fig., 34 refs. 


An investigation was carried out at the Postgraduate 
Medical School of London to assess the importance of 
intestinal bacteria in the aetiology of the high blood 
ammonia concentration which occurs in some patients 
with portal cirrhosis, and which sometimes results in 
coma. 


A special modification of the Miller-Abbott intestinal 


tube was devised, and is described and illustrated. This 
tube was passed orally and allowed to reach the ileum, 
from which samples of contents were taken, and then, 
after rinsing, was partially withdrawn and further samples 
were taken from the jejunum and duodenum. The 
subjects examined included 7 healthy .volunteers, 13 
patients with biliary cirrhosis, and 4 patients with 
“dyspepsia ’’. The samples of juice were analysed 
biochemically and bacteriologically, and those from the 
ileum were also incubated under various conditions of 
pH and with different concentrations of ammonia, 
methionine, amines, and mercaptans. 


It was found that the ileal fluid of the cirrhotic patients 


contained many coliform organisms and also Strepto- 
coccus faecalis, which in some cases extended into the 
jejunum and even the duodenum. In healthy subjects 
organisms were rarely found in the ileum, and never in 
the higher parts of the intestine. The results in the 
dyspeptic subjects were intermediate. In all subjects 
the specimens of ileal juice were odourless and the pH 
was just alkaline. There was a wide variation in the 
ammonium and free methionine content, which was 
not related either to the pH or to the condition of the 
subject. On incubation the ammonium content in- 
creased and the free methionine content decreased to a 
greater degree in juice from cirrhotic than in that from 
normal subjects; in both cases, however, an increase in 
the number of coliform organisms occurred, even when 
these had not been detected initially. . 
W. H. Horner Andrews 
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345. Unexplained Pulmonary Hypertension 

G. Wape and J. BALL. Quarterly Journal of Medicine 
(Quart. J. Med.] 26, 83-119, Jan., 1957. 28 figs., 
bibliography. 


The clinical picture in 10 cases of unexplained pul- 
monary hypertension seen at the Manchester Royal 
Infirmary over a 3-year period is described, together with 
the necropsy findings in 7 of them. The ages of the 
patients, 8 of whom were females, ranged from 11 to 
40 years. Dyspnoea was present in all, and in 7 it was 
associated with fatigue, substernal oppression, faintness, 
or syncope. Altogether 8 patients died, 6 of them in 
acute right ventricular, or congestive heart failure within 
2 years of the onset of symptoms, one following hae- 
moptysis, and one after thoracotomy. 

The pulmonary arterial pressure ranged from 37 to 
over 78 mm. Hg, pulmonary arterial oxygen saturation 
from 37 to 72°, and brachial arterial oxygen saturation 
from 87 to 94%. At necropsy there was gross hyper- 
trophy of the right ventricle in all 7 cases; examination 
of the smallest arteries showed medial hypertrophy with 
minor degrees of thrombosis in 5 cases and medial 
defects and arteritis in several, but there was no single 
constant pathological feature except right ventricular 
hypertrophy. In only 2 cases were bronchopulmonary 
anastomoses observed and in these there was hyper- 
trophy of the bronchial arteries. 

The course of the illness in these cases was little 
influenced by adrenergic-blocking and ganglion-blocking 
drugs, and even small disturbances of pulmonary arterial 
pressure on exercise or at catheterization were sometimes 
fatal. J. Robertson Sinton 


346. The Use of the Heart—Lung Apparatus in Human 
Cardiac Surgery 

F. D. DopriLL, N. MARSHALL, J. NyBoer, C. H. HUGHES, 
A. J. Derpysuire, and A. B. Srearns. Journal of 
Thoracic Surgery [J. thorac. Surg.] 33, 60-74, Jan., 1957. 

13 figs., 6 refs. 


Heart—lung machines embodying two principles are 
now in use—the low-flow type and the type giving a 
high rate of flow or “* total blood volume extracorporeal 
circulation”’. The low-flow system is easier to handle, 
but the smaller volume of blood circulated means a 
smaller oxygen supply to the tissues. The total-volume 
flow, if it can be achieved, is physiologically more sound, 
and in relation to this type of system two innovations 
are discussed in this paper from the Harper Hospital, 
Detroit. 

The first of these modifications is that part of the 
patient’s blood is removed, added to donor blood, and 
kept on one side until the completion of the heart 
exclusion, when it is returned. This quantity is replaced 
by donor blood during the by-pass period. The second 
is that a full-width aortic graft is sutured on to the 
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recipient’s descending aorta, giving an entry channel 
much wider than that provided by the cannulated sub- 
clavian artery. The purpose of the “ exchange ” trans- 
fusion is to obviate the haemolysis and chemical changes 
that occur with the use of the heart-lung machine. 

The total blood volume method with these modifica- 
tions was used in 6 cases with 3 deaths. The details 
of these cases are given and a number of valuable 
observations made during the operations are recorded. 

T. Holmes Sellors 


347. A Heart Function Test with Continuous Registration 
of Oxygen Consumption and Carbon Dioxide Production 
J. JONGBLOED, C. L. C. VAN NIEUWENHUIZEN, and 
H. VAN Goor. Circulation [Circulation (N.Y.)] 15, 54- 
63, Jan., 1957. 13 figs., 5 refs. 


Pointing out the need for a simple and reliable test of 
cardiac function the authors describe, from the University 
of Utrecht, a test which they believe satisfies these require- 
ments. It is based on the continuous registration of the 
pulmonary exchange of gas during rest and at work, as 
recorded by a specially constructed ‘* diaferometer ” 
which is described and illustrated; the result is termed 
a “‘ functiocardiogram”’. In carrying out the test oxygen 
consumption, and usually also carbon dioxide con- 
sumption, are measured at rest, then during moderate 
exercise for 8 minutes on a bicycle ergometer or in the 
performance of the step-test, and once again after 8 
minutes’ rest. Details of the results obtained and their 
interpretation in different types of case are given. So 
far, the test has been employed in the examination of 
about 1,000 patients. Correlation of the results with the 
clinical findings is to be reported separately. 

J. B. Wilson 


348. The Valsalva Maneuver as a Test of Cardiac 
Function. Pathologic Physiology and Clinical Significance 
R. Gorin J. H. KNOWLES, and C. F. Storey. American 
Journal of Medicine [Amer. J. Med.] 22, 197-212, Feb., 
1957. 11 figs., 32 refs. 


At the U.S. Naval Hospital, Portsmouth, Virginia, 
cardiac function was studied by means of the Valsalva 
manceuvre (which, it appears, was first described by 
Weber) in 78 subjects, the series including 7 normal 
subjects, 27 patients with left ventricular failure of 
various aetiology, 19 with mitral stenosis, 7 with bilateral 
congestive failure, 7 with pulmonary disease, and some 
smaller groups. Arterial pressure was recorded by two 
methods, and circulation time, vital capacity, and venous 
pressure were also measured, 42 patients also being 
examined by cardiac catheterization. 

A normal response to the manceuvre was observed in 
normal subjects, pregnant women, patients with pul- 
monary parenchymatous disease without cor pulmonale, 
and those with mild forms of heart disease. An abnormal 
response (that is, unchanged peripheral arterial pressure 
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during the manceuvre) was observed in 23 patients with 
left or right ventricular failure or tight aortic or mitral 
stenosis; in these cases either the pulmonary capillary 
wedge pressure or right atrial pressure, or both, were 
increased at rest. In 26 patients with mild cardiac 
disease an intermediate response was obtained, that is, 
either a normal response in the erect position which 
became abnormal in the horizontal or head-down 
position, or a response which was inconstant in degree 
on repetition. Abnormal and intermediate responses, 
as found in patients with left ventricular failure, are 
aitributed to the fact that the filling pressure is high 
enough to occupy the flat part of the Starling curve 
(derived from plotting filling pressure against work/ 
s:roke); in tight mitral stenosis also the shape of the 
\alvular pressure—flow curve affects the Valsalva response 
i. an analogous manner. In about 80% of patients the 
t. pe of response could be determined by taking the blood 
pressure in the usual way. The clinical value of the 
roanceuvre as a test of cardiac function is claimed to be 
tuat, in the absence of severe right ventricular failure, 
it can detect early left ventricular failure, tight mitral 
sienosis, or tight aortic stenosis. It is considered to be 
cf less value in right ventricular lesions. A. Schott 


349. The Electrocardiogram in Atrial Septal Defect. A 
Study of Twenty-four Cases, with Observations on the 
ESR’-V1 Pattern 

\W. R. MiLnor and C. A. BERTRAND. American Journal 
uf Medicine [Amer. J. Med.] 22, 223-233, Feb., 1957. 
é figs., 18 refs. 


At the Johns Hopkins University Hospital, Baltimore, 
the authors have carried out a complete electrocardio- 
graphic (ECG) study, with multiple precordial leads, of 
24 patients in 7 of whom the diagnosis of atrial septal 
defect was verified at necropsy and in 17 at operation; 
in all cases cardiac catheterization was performed. Per- 
sistent ostium primum was diagnosed in 6 cases and 
ostium secundum in 18. A group of 3 patients with 
persistent ostium primum and a cleft in the aortic cusp 
of the mitral valve could be distinguished from the 
other 21 in that the ECG in these cases showed left axis 
deviation and signs of combined right and left ventricular 
hypertrophy—signs which are regarded as being due to 
the mitral incompetence. In cases of persistent ostium 
primum with a competent mitral valve, differentiation 
from persistent ostium secundum is not possible on the 
ECG findings alone. ; 

In 22 cases there were signs of right ventricular hyper- 
trophy and in 18 of right axis deviation. An RSR’ 
pattern in V1 was found in 15 patients (63°%), with a 
QRS duration of 0-09 second or less in 5 cases, 0-09 to 
0-12 second in 8, and 0-12 second or more in 2 cases. 
Regarding the controversial question whether an RSR’ 
pattern in V1 with a QRS duration of less than 0-12 
second necessarily indicates delay in a bundle branch, 
the authors state their reasons for assuming that this 
pattern may represent a stage in the development of 
signs in the ECG of right ventricular hypertrophy not 
necessarily associated with disturbances of conduction; 
in their view the term “ incomplete right bundle-branch 


block ’” should be abandoned. The pattern of RSR’ 
in V1 is far commoner in atrial septal defect than in 
other clinically similar conditions and is thus of some 
differential diagnostic value, but the authors disagree 
with the statement of Barber et al. (Brit. Heart J., 1950, 
12, 277) that “the diagnosis of atrial septal defect is 


almost untenable in the absence of partial or complete ° 


right bundle-branch block ” since such an ECG pattern 
was absent in 9 (37°) of this series of patients. 
A. Schott 


CONGENITAL HEART DISEASE 


350. Incomplete Transposition of the Great Vessels with 
Biventricular Origin of the Pulmonary Artery (Taussig— 
Bing Complex). Report of Four Cases and Review of the 
Literature 

M. A. CurecHI. American Journal of Medicine [Amer. J. 
Med.] 22, 234-251, Feb., 1957. 12 figs., bibliography. 


The Taussig—Bing complex, which has been considered - 


one of the rarest of congenital cardiac anomalies, consists 
in ** a transposed aorta, a large pulmonary artery which 


arises primarily from the right ventricle and partially — 


overrides the ventricular septum, a high ventricular septal 
defect, and right ventricular hypertrophy ”’. The author 


‘suggests that. the condition may not be so rare as has 


been supposed and reports 4 cases seen in a series of 72 
necropsies on patients dying of congenital malformation 


of the heart at St. Michael’s Hospital, Newark, New . 


Jersey, since 1950. The clinical and particularly the 
anatomical findings in the first 2 cases, in male infants 
aged 34 months and 10 weeks respectively, are described 
in considerable detail, with informative photographs and 
diagrams of the coronary circulation; in the remaining 
2 patients, a boy of 2 months and a girl aged 21 months, 
only the pertinent data are given. The literature is 
extensively reviewed, with closely reasoned arguments 
for rejecting the diagnosis in a considerable proportion 
of the published cases. Criticism is especially directed 
against accepting certain angiocardiographic and cathe- 
terizational findings as conclusive diagnostic proof. 
The high incidence (50°%) of abnormalities of the aortic 
arch in the 10 cases verified by necropsy has not so far 
been explained. 

Regarding the embryology, the author considers 
that Spitzer’s phylogenetic conceptions, ingenious and 
interesting as they are, do not satisfactorily explain the 
findings in all cases of this malformation; on the other 
hand the ontogenetic theory of Pernkopf and Wirtinger 
in Germany, which postulates a partial inversion in a 
counterclockwise direction of the septal anlage in the 
bulbar region, seems to him to afford an acceptable 
explanation of the anomaly, as does also the more recent 
one of Lev and Saphir in the U.S.A. Aclear description 
of the haemodynamics and the course of the circulation 


is given, and the uncertainty of diagnosis during life is - 


emphasized. A _ differential diagnosis between the 
Taussig—Bing complex and other congenital malforma- 
tions causing cyanosis and increased pulmonary blood 
flow is possible in certain cases, but differentiation from 
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cases of complete transposition of the great vessels 
associated with interventricular septal defect is often 
impossible. The prognosis and the surgical approach 
to the problem are briefly discussed. A. Schott 


CHRONIC VALVULAR DISEASE 


351. The Treatment of Mitral Insufficiency by the Purse- 
string Technique. Initial Clinical Application 

R. P. Grover and J. C. Davita. Journal of Thoracic 
Surgery |J. thorac. Surg.) 33, 75-101, Jan., 1957. 14 figs., 
20 refs. 


Insufficiency of the mitral valve is one of the com- 
monest valvular lesions of the heart and one which has 
not so far proved amenable to surgical treatment in the 
same way as has mitral stenosis. Moreover, insufficiency 
is a more insidious ahd damaging lesion than stenosis. 
The basic causes of regurgitation are: (1) loss of valve 
tissue so that the leaves cannot approximate; (2) con- 
traction and distortion of the chordae tendineae; and 
(3) dilatation of the mitral ring as the result of enlarge- 
ment of the left ventricle and atrium—a vicious circle is 
thus set up in that the regurgitation puts a further strain 
on the heart, causing further dilatation and an increased 
leak through the valve. Ulcerated or distorted valve 
leaves cannot be repaired, nor can the chordae and 
papillary muscles be lengthened. Thus the only remain- 
ing surgical possibility is to narrow or constrict the dilated 
mitral ring. A mitral “ purse-string”’, placed without 
injury to myocardium and coronary vessels, is regarded 
as a partial answer to the problem since narrowing the 
ring sufficiently to prevent reflux of blood prevents the 
mechanical disasters of regurgitation. 

In the technique developed by the authors at the 
Presbyterian and Episcopal Hospitals, Philadelphia, the 
purse-string suture consists of a double strand of cotton 
umbilical tape *‘ padded’ by a sleeve of pericardium 
approximately 2 inches (5 cm.) long. The line of 
passage of the suture is inferior to the cardiac vein and 
circumflex coronary artery, the latter being first cleared 
so that the suture can pass beneath it. Then, with a 
finger in the left atrium, the postero-medial edge of the 
ring is identified and the needle passed through the 
myocardial substance deep to the coronary vessels but 
without penetrating the left atrium. It does, however, 
enter the margin of the right atrium and is guided into 
the septum with the help of a finger in the transverse 
sinus. The deep part of the suture being placed, the 
remainder of the purse-string is completed by taking 
small bites in the fatty pad in the atrio-ventricular groove 
below the coronary vessels. While the ends of the stitch 
are tightened, a finger inside the atrium checks the degree 
of control of the reflux. 

This operation has been performed on 27 patients. 
Of these, 14 were classified as having intractable or 
terminal failure, while the remaining 13 had been 
rendered free of congestive failure before operation. 
Half of the patients in the first group died within 4 weeks 
and 6 within 8 months of the operation. It is considered 
that in spite of mechanical success the myocardial, 


CARDIOVASCULAR SYSTEM 


pulmonary, and liver changes in this group were probably 
irreversible. In the group with more favourable disease 
3 out of the 13 patients died within 3 months, but the 
remainder have survived, with considerable improvement. 
T. Holmes Sellors 


352. Mitral Insufficiency: Treatment by Polar Cross- 
fusion of the Mitral Annulus Fibrosus 
H. T. Nicuoras. Journal of Thoracic Surgery [J. thorac. 


“‘Surg.] 33, 102-122, Jan., 1957. 12 figs., 24 refs. 


In mitral insufficiency there is a considerable reduction 
in the left ventricular output into the aorta. Exertion 
leads to an increased heart rate with loss of efficiency 
and excessive fatigue. This fatigue is significant and is 


‘finally associated with left heart failure. ‘The mechanical 


causes of mitral insufficiency are loss of leaflet substance, 
dilatation of the mitral annulus, and shortening of the 
chordae tendineae. The methods hitherto adopted for 
overcoming these defects by surgical means have largely 
proved unsatisfactory. 

The aim of the technique developed by the present 
author at the Hahnemann Medical College and Hospital, 
Philadelphia, is to bring one leaf close to the other by 
placing sutures which will hold under tension and at 
the same time not interfere with the action of the leaves 
or produce stenosis. The operation, referred to as polar 
cross-fusion, consists in placing a suture covered with 
pericardium through the left atrium close to the pole 
of the regurgitant valve (posterior commissure region) 
below the edge of the mitral ring. It is then carried 
across the atrium above the valve and passed below the 
valve ring on the other side. The other end of the 
suture is passed above the ring on each side so that when 
the suture is tightened the edges of the ring at this end 
are brought together above the valve. The effect is to 
narrow the ring at one point where it can best pull the 
leaflets together over the site of the reflux. 

This operation has been performed on 34 patients 
with 5 deaths. The clinical results cannot yet be fully 
assessed, though in many cases they are encouraging. 

T. Holmes Sellors 


353. Immunologic Evidence of Group A Streptococcal 
Infection in Patients Undergoing Mitral Commissurotomy 
G. H. STOLLERMAN, W. F. Lyncu, M. A. DOLAN, 
D. Youna, and J. B. Schweper. Circulation [Circula- 
tion (N.Y.)] 15, 267-273, Feb., 1957. 14 refs. 


The serum titers of 3 streptococcal antibodies, anti- 
streptolysin O, antistreptokinase, and antihyaluronidase, 
were determined in 53 patients with mitral stenosis prior 
to mitral commissurotomy and monthly postoperatively 
for 3 to 6 months. 

Forty-three patients (81°%) had serum titers of less 
than 200 u. per ml. in all 3 antibodies prior to com- 
missurotomy. The distribution of the titers of all 3 
antibodies was lower than that observed in patients free 
of streptococcal infection for 1 year following acute 
rheumatic fever. In 16 patients whose auricular myo- 
cardial biopsy revealed histologic lesions of chronic 
myocarditis, the distribution of antibody titers was no 
different from that of the patients with no such lesions. 
Fourteen patients developed an increase in the titer of 
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at least one antibody during the 6-month postoperative 
period. In 10 of these the rise occurred within a month 
of the operation. Nine patients developed the “ post- 
commissurotomy syndrome”. In 4 of these there was 
an increase in antibody postoperatively. In 2 there was 
no immunologic evidence of streptococcal infection pre- 
operatively or postoperatively. The remaining 3 had 
cither elevated or rapidly decreasing antibody titers prior 
to Operation. There was no consistent correlation 
between the presence of this syndrome, the presence of 
h:stologic evidence of myocarditis, and the behavior of 
sireptococcal antibodies. 

The data suggest that histologic evidence of persistent 
cironic rheumatic carditis in the atriaf appendage of 
pitients subjected to mitral commissurotomysis usually 
uarelated to recent streptococcal infection and that the . 
* postcommissurotomy syndrome ” may also occur with- 
out such infection. The apparent high incidence of 
postoperative subclinical streptococcus infection ob- 
s_rved in this study is noteworthy, however, and suggests 
t!.e need for vigorous preoperative penicillin therapy and 
postoperative prophylaxis.—[Authors’ summary.] 


354. Prediction of Mitral Pressure Gradient from Heart 
Sounds 

B. G. Wes. British Medical Journal [Brit. med. J.] 
1. 551-554, March 9, 1957. 7 figs., 12 refs. 


This paper from St. Bartholomew’s Hospital, London, 
r-ports further work on the correlation of the phono- 
c.rdiogram with the haemodynamics of mitral stenosis. 
The phonocardiography was carried out on 100 patients 
with mitral stenosis under standard conditions before 
mitral valvotomy. During operation the size of the 
nitral orifice was assessed by the surgeon_and the pres- 
sure gradient across the valve was measured. From 
these values and that for the diastolic filling period, 
ootained from the phonocardiogram, the cardiac output 
was calculated by Gorlin’s formula. From simulta- 
neous electrocardiographic and phonocardiographic 
records the time interval between the beginning of 
ORS and the onset of the maximal vibrations of the 
first heart sound (“* Q—1 interval ’’) was measured, while 
the interval between the beginning of the second com- 
ponent of the second heart sound and the beginning of 
the opening snap (“‘ 2—OS interval ””) was also measured. 
These times represent the delay of the first sound and the 
delay of the opening snap. They were corrected for a 
standard cycle length of 0-8 second for each patient. 
A definite relationship was found between the pre- 
operative *‘ corrected Q-1 minus 2—OS” interval and 
the pressure gradient across the mitral valve, irrespective 
of rhythm. 

Phonocardiograms were also recorded directly from 
the exposed heart, together with synchronous pressure 
tracings from the left atrium and ventricle. These 
records suggest that the delay of the first sound results 
from a combination of raised atrial pressure, slow rise 
in ventricular pressure, and deformity of the valve 
causing difficulty in closing. The “* duration of systole ” 
was measured from the beginning of the first sound until 
the beginning of the opening snap, because in mitral 


stenosis there is still a pressure gradient, and probable 
blood flow, between left atrium and ventricle after the 
onset of ventricular systole, and because isometric 
relaxation is reduced. The number of seconds occupied 
by systole per minute was calculated. When the dura- 
tion of systole per minute was long for a given heart 
rate the pressure gradient across the mitral valve was 
usually found to be small. D. Emslie-Smith 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


355. Coronary Arteriovenous Fistula. Clinical and 
Physiologic Report on Two Patients, with Review of the 
Literature 
R. J. WALTHER, G. W. B. Starkey, E. ZERVOPOLUs, and 
G. A. Grppons. American Journal of Medicine [Amer. 
J. Med.) 22, 213-222, Feb., 1957. 7 figs., 19 refs. 


From Boston City Hospital and Tufts University, 
Boston, the authors describe 2 cases of coronary arterio- 
venous ‘fistula. In the first case, in an 8-year-old girl, 
the diagnosis was made on the strength of a Grade-V 
continuous murmur with a thrill, which was loudest in« 
the 4th and 5th intercostal spaces close to the left sternal 
border. Cardiac catheterization showed full oxygen 
saturation of a sample of blood drawn from the middle 
cardiac vein, whereas a sample from the distal coronary 
sinus contained the usual small amount of oxygen. In 


the second case, in a girl aged 14, there was a Grade-II___ 
continuous murmur which was maximal in the 2nd — 


intercostal space, suggesting the presence of a patent 
ductus arteriosus. At thoracotomy an aneurysmal-like 
dilatation of the right coronary artery was found about 
3 cm. from the pulmonary valve, and a diagnosis of a 
communication between the right coronary artery and 
the outflow tract of the right ventricle was made; ligation 
of the abnormal vessel was not attempted. Clinically, 
such patients present as cases of patent ductus arteriosus, 
but coronary arterio-venous fistula should be considered 


_in the differential diagnosis in all cases in which the 


continuous murmur is heard at an atypical location. 
Twelve previous cases reported in the literature are 
reviewed. A. Schott 


356. Serum Transaminase Determinations as a Diag- 
nostic Aid in Myocardial Infarction 

R. SHABETAL, A. IGLAUER, and D. M. ANDERSON. 
British Medical Journal [Brit. med. J.] 1, 555-557, 
March 9, 1957. 1 fig., 10 refs. 

The level of activity of glutamic oxalacetic trans- 
aminase in the serum was estimated in 4 groups of 
patients at the Jewish Hospital, Cincinnati. In 20 
patients, none of whom was “ suspected of a recent 
thrombo-embolic incident”, the serum transaminase 
level was within the normal range of 10 to 40 units 
when estimated by Karmen’s method. In 4 out of 5 
surgical patients picked at random the serum trans- 
aminase level was not raised within 24 hours after an 
operation; the fifth patient, in whom the level was raised, 
had impaired liver function. In 8 out of 9 medical in- 
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patients without evidence of recent myocardial infarction 
who were also picked at random the serum transaminase 


level was normal; necropsy revealed a cardiac infarct . 


in the ninth. [Although the authors state that “ the 
present study has been limited to the application of the 
test to patients with coronary sclerosis’, the status of 
the members of the above control groups is not made 
clear. Six of the 20 in the first group seem to have 
suffered from angina pectoris, but it is not stated whether 
the remaining subjects in this and the other two groups 
had any clinical evidence of coronary disease. ] 

Of 39 patients with suspected coronary arterial disease, 
13 had clinical and electrocardiographic features typical 
of myocardial infarction. In 12 of these the serum 
transaminase level was raised, while in the remaining 
case the patient’s death prevented a blood sample being 
taken later than 2 hours after the onset of pain. In 
4 cases the electrocardiogram on admission was not 
diagnostic, but myocardial infarction was eventually 
diagnosed on clinical andvelectrocardiographic grounds; 
in all these 4 the serum transaminase level was raised. 
On the other hand 12 patients who on admission were 
suspected on clinical and electrocardiographic grounds 
-of myocardial infarction, but in whom serial trans- 
aminase estimations gave normal results, were sub- 
sequently considered on other grounds not to have had 
infarctions. Raised serum transaminase levels were 
found in patients with congestive failure and a large 
liver, with cirrhosis, and with acute pancreatitis. No 
increase was found after embolism of the aorta or pul- 
monary artery. 

The serum transaminase level is normal for 6 to 10 
hours after a myocardial infarction, reaching a peak 
12 to 24 hours after the onset of pain and returning to 
normal within a week. Its estimation is useful in dis- 
tinguishing the cardiac pain of ischaemia from that of 
infarction, but it is important to obtain blood samples 
within a few hours of the onset of pain. 

D. Emslie-Smith 


357. Differential Effect of Dietary Fat and Weight 
Reduction on Serum Levels of Beta-lipoproteins 

W. J. WALKER, N. Werner, and L. J. Mitcn. Circula- 
tion [Circulation (N.Y.)] 15, 31-34, Jan., 1957. 10 refs. 


The -view, based mainly on life-insurance statistics, 
that obesity is a major factor in the production of human 
atherosclerosis has been challenged recently, particularly 
by Keys. On the other hand it is generally agreed at 
present that there exists at least a rough correlation 
between the incidence of atherosclerosis and serum 
cholesterol and lipoprotein levels. Previous investiga- 
tions by the senior author showed that both serum 
cholesterol and S¢ 12-20 lipoprotein levels increase with 
weight gain, and that both decrease after loss of weight 
on qualitatively the same type of diet. The present 
investigations were carried out at Brooke U.S. Army 
Hospital in order to elucidate further the relationship 
between obesity and lipid metabolism and atherogenesis. 

A series of 25 obese patients (18 of whom had pre- 
viously had a myocardial infarction) were kept on the 
high-fat, high-meat diet advocated by Pennington, in 
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which the daily fat intake of 200 g. constitutes 73% of 
the total caloric intake. After weight reduction the 
caloric intake was changed in order to preserve a constant 
weight for 1 to 2 months, but the high proportion of fat 
was maintained in the diet. Afterwards an isocaloric 
diet containing only 50 g. of fat daily was given for 
another month, thus maintaining the constancy of body 
weight. 

The average weight loss on the original diet was 21-7 lb, 
(9-8 kg.); the average rate of weight loss was 1-6 lb. 
(0-75 kg.) a week. In the patients with manifest athero- 
sclerosis significantly higher serum levels of all classes 
of lipoproteins were found than in the rest. The most 
important findihgs in these investigations, however, were 
the dissimilar effects on the serum levels of different lipo- 
protein classes of the variations in the diet. Thus the 
serum levels of the S¢ 0-12 fraction were grossly in- 
fluenced, a high-fat diet increasing and an isocaloric 
low-fat diet diminishing them. In contrast the serum 
level of the S¢ 20-400 fraction was significantly lowered- 
by any negative caloric balance connected with weight 
reduction, regardless of whether the proportion of dietary 
fat was high or low. The serum level of the S¢ 12-20 
class of lipoproteins showed less striking reactions to the 
variation of dietary fat intake and to weight reduction. 
The authors conclude that both body leanness and 
restriction of dietary fat intake may be important in the 
prevention of human atherosclerosis. 

‘Z. A. Leitner 


358. Preliminary Report on Long Term Treatment of 
Cardiosclerosis with Dicumarol. [In English] 

K. K. BENGTSEN and G. ASPENSTROM. Acta medica 
Scandinavica [Acta med. scand.| 157, 217-222, April 18, 
1957. 23 refs. 


HEART FAILURE 


359. The Role of Valvular Incompetence in Heart 
Failure 

J. McMIcHAEL and J. P. SHILLINGFORD. British Medical 
Journal [Brit. med. J.) 1, 537-541, March 9, 1957, 
9 figs., 21 refs. 


In this paper the part played by tricuspid incompetence 
in heart failure is reviewed in the light of recent research 
at the Postgraduate Medical School of London. 

As tricuspid incompetence develops and increases in 
severity the fall in right atrial pressure which normally 
occurs with ventricular contraction (the “ X descent ’’), 
as recorded by cardiac catheterization, is progressively 
lessened, obliterated, and replaced by a positive systolic 
pulsation. The regurgitant flow during ventricular 
systole can be demonstrated by differential manometry. 
The amount of valvular incompetence can be estimated 
by recently devised dye-dilution methods. In 50 patients 
with various forms of heart disease with and without 
failure a remarkably close relationship was found 
between the level of the mean venous pressure and the 
development of functional tricuspid incompetence. The 
critical mean venous pressure was 8 mm. Hg above 
normal. This relationship held true except in constric- 
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tive pericarditis and eonditions with very fast venous 
return, such as anaemia and thyrotoxicosis. In cardiac 
failure the aperture of tricuspid reflex may even become 
greater than that of the fully-open pulmonary valve, and 
the regurgitant flow may reach 6 to 7 litres per minute 
while the forward cardiac output is only 2 to 3 litres 
per minute. In such cases a low-pitched early diastolic 


- murmur may be heard at the lower left sternal border: 


it indicates a rapid inflow from the right atrium, not 
organic damage. When the regurgitant stroke-output 
exceeds 40 ml. liver pulsation is obvious. 

Functional tricuspid incompetence varies with the 
degree of right ventricular distension. Exercise, a deep 
inspiration, and a long diastolic pause will all increase 
regurgitation and intensify the tricuspid systolic murmur 
and the systolic rise in jugular pulse. Exercise may 
actually decrease the forward output of the failing right 
ventricle, while increasing its total output. This prob- 
ably explains the fixed or falling cardiac output which 
occurs with exercise in congestive failure, and may also 
explain the breakdown of Starling’s law with rising 
venous pressure. 


in view of these facts heart failure can no longer be 


clearly divided into ‘‘ low-output ” and “‘ high-output ” 
types. The haemodynamics of mitral and aortic incom- 
petence differ considerably from those involving the 
tricuspid valve, but the volumes of regurgitation through 
incompetent valves are often very large, and are of major 
importance in the development of the syndromes of 
heart failure. D. Emslie-Smith 


360. Effect of Chlorpromazine on Renal Haemodynamics 
ad Function in Congestive Heart Failure. Preliminary 
Report 

G. Szaso, F. Soxti, J. Rev, and K. Mecyesi. British 
Medical Journal (Brit. med. J.| 1, 865-866, April 13, 1957. 


‘HYPERTENSION 
361. Chlorisondamine (“‘ Ecolid ’’) Chloride in Medical 
Treatment of Severe Hypertension 


F. T. Darvitt and J. L. Bakke. Journal of the American 
Medical Association [J. Amer. med. Ass.] 163, 429-436, 
Feb. 9, 1957. 10 refs. 


A clinical trial of chlorisondamine, a new ganglion- 
blocking agent, is reported in this paper from the 
Veterans Administration Hospital and University of 
Washington, Seattle, the subjects being 3 groups of male 
patients (21 patients in all) suffering from severe benign 
or malignant hypertension. The average duration of 
treatment was 6 months. Group 1 contained 9 patients 
who were receiving other ganglion-blocking agents, for 
which chlorisondamine was substituted. Group 2 con- 
tained 8 patients who had not previously received 
ganglion-blocking agents but had been treated with 
other anti-hypertensive drugs, which were continued. 
Group 3 contained 4 patients who had had no drug 
therapy previously. After a control period, administra- 
tion of chlorisondamine was started, the dosage being 
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25 mg. by mouth twice a day, increased by 25 or 50 mg. 
every 2 or 3 days until a satisfactory response was 
obtained or until troublesome side-effects precluded 
further increase. The maximum dose of chlorisond- 
amine was 300 mg. twice a day, and if this proved 
inadequate other hypotensive agents were added to the 
treatment regimen. There were 3 deaths. 

In 6 of the 9 patients in Group 1 chlorisondamine was 
an acceptable substitute for other ganglion-blocking 
agents, the daily oral dose of the former being about 
one-third the dose of pentolinium and one-ninth that 
of hexamethonium. Treatment was successful in 4 of 
the 8 patients in Group 2 and in 2 of the 4 patients in 


Group 3. Treatment failed in 8 patients, either because _ 


chlorisondamine did not lower the blood pressure suffi- 
ciently, or because it caused disabling side-effects. Two 
patients who had previously undergone sympathectomy 
were unusually sensitive to chlorisondamine. Resistance 
to the drug developed in 5 patients in the early stages of 
treatment, but was overcome when the dose was in- 


creased. The expected side-effects of ganglionic block- - 


ade occurred, the most frequent being dizziness and 
visual disturbances. The blood-pressure level was very 


variable after chlorisondamine, but was rendered more 


stable by concomitant administration of reserpine. The 
cardiac output and peripheral resistance were measured 
in 4 patients before and after administration of chlori- 
sondamine, an isotope dilution method being used; the 
results suggested that the fall in blood pressure was due 
primarily to a reduction in the peripheral resistance. 

Bernard Isaacs 


362. Total Adrenalectomy for Hypertension 
W. vAN’T Horr. Quarterly Journal of Medicine [Quart. 
J. Med.) 26, 149-160, Jan., 1957. 4 figs., 20 refs. 


At the Westminster Hospital, London, 5 male patients 
aged 26 to 57 years with malignant hypertension were 
treated by total adrenalectomy and subsequently main- 
tained on cortisone. Before operation they all had 
papilloedema and a diastolic blood pressure greater than 
120'mm. Hg, but renal function remained good in that 
the blood urea level was less than 40 mg. per 100 ml. 
and they could concentrate urine to a specific gravity of 
1.020 or more and dilute it to 1.005 or less. Although 
the headaches and retinopathy in these patients improved 
after the operation, there was no significant fall in the 


blood pressure. One of the patients entered the malig- 


nant phase of hypertension again within 7 months of 
operation and was subsequently treated with hexa- 
methonium and later pentolinium. In no patient did 
attempts to lower the blood pressure by a reduction of 
the dietary salt intake or of the dose of cortisone succeed 
before signs of hypoadrenalism became manifest. 

The author points out that although all the patients 
derived considerable symptomatic benefit, there is no 
evidence that the operation produced prolongation of 
life, only one (20%) of the patients being alive 2 years 
after operation, compared with 50°% of a comparable 
series of 34 cases of malignant hypertension treated 
elsewhere with ganglion-blocking agents. 

P. Hugh-Jones 
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Haematology 


363. Polycythemia of Obesity: Further Studies of Its 
Mechanism and a Report of Two Additional Cases 

M. H. Wem and A. S. Prasap. Annals of Internal 
Medicine [Ann. intern. Med.| 46, 60-67, Jan., 1957. 
1 fig., 14 refs. 


The authors report that 5 cases of polycythaemia 
of obesity, originally diagnosed as polycythaemia vera, 
have been recognized in a 2-year period at the University 
of Minnesota Hospital, Minneapolis. As the condition 
completely subsides on reduction of the obesity, it is 
important to distinguish it from types of polycythaemia 
due to other causes. In addition to the 3 cases pre- 
viously reported (J. Amer. med. Ass., 1955, 159, 1592) 
2 further cases are now described, one in a man aged 45 
who weighed 306 Ib. (138-9 kg.) and the other in a 
woman aged 68 who weighed 270 Ib. (122-6 kg.). 

It is considered that this form of polycythaemia is 
probably secondary to the restricted pulmonary ventila- 
tion which results from massive obesity. The charac- 
teristic clinical features are inadequate alveolar ventila- 
tion, giving rise to arterial hypoxaemia and carbon 
dioxide retention (relieved by breathing 100°% oxygen), 
marked reduction in vital capacity, and eventually 
cyanosis and intermittent heari failure. It differs from 
polycythaemia vera haematologically in that there is no 
involvement of the myeloid or megakaryocytic series of 
cells in the bone marrow. M. Lubran 


ANAEMIA 
364. Benign Thymoma and Agenesis of Erythrocytes 


E. D. Bayrp and P. E. BERNATZ. Journal of the American 
Medical Association [J. Amer. med. Ass.| 163, 723-727, 
March 2, 1957. 4 figs., 11 refs. 


At least 12 cases of benign thymic tumour associated 
with agenesis of erythrocytes have been reported since 
1928, 7 of them since 1953. Myasthenia gravis was 
present in 2 cases. Usually only the erythrocytes are 
affected, the leucocytes and platelets showing no changes 
or only very minor ones. The present authors describe 
2 further cases, seen at the Mayo Clinic, in which 
thymectomy was not followed by improvement, although 
in some of the published cases operation resulted in cure. 
The authors refer to the presence of “ small, dark lym- 
phoid cells” in sternal marrow smears, but do not 
express any opinion on the nature of these cells. [The 
photomicrographs are too poor to permit the reader to 
do so.] A, Piney 


365. On the Pathogenesis of Anemias and Leukopenias 
Induced by Dietary Protein Deficiency 

A. ASCHKENASY. American Journal of Clinical Nutrition 
[Amer. J. clin. Nutr.] §, ae, Jan.—Feb., 1957. 7 figs., 
40 refs. 


366. Partial Megaloblastic Erythropoiesis in Elderly 
Achlorhydric Patients with Mild Anaemia 

J. PEDERSEN, J. LuNp, A. S. OHLSEN, and H. P. O, 
KRISTENSEN. Lancet [Lancet] 1, 448-453, March 2, 
1957. 20 refs. 


In an attempt to estimate the incidence of mild 
deficiency of vitamin Bi2 (cyanocobalamin) in patients 
with histamine-refractory achlorhydria the bone marrow 
of 46 out of 51 consecutive patients, all aged more than 
50 years, with this condition and mild anaemia, but no 
definite signs of pernicious anaemia, was examined. In 
7 of these cases the marrow showed incipient or partial 
megaloblastic erythropoiesis. 

The difficulty of diagnosis of mild cases of vitamin-By, 
deficiency is emphasized. In such patients co-existent 
deficiency of iron and ascorbic acid and intercurrent 
disease, such as chronic renal disease, may cause devia- 
tions from the haematological values commonly accepted 
as characteristic of vitamin-B;2 deficiency. Serum iron 
estimations may well be misleading in such cases, low 
values being erroneously taken to imply absence of 
megaloblastic erythropoiesis. Sternal marrow examina- 
tion and estimation of the serum vitamin-B;2 level were 
of great value in the diagnosis of atypical cases. A good 
correlation was found between the serum vitamin-B;> 
level and the degree of megaloblastic change in the 
marrow, but since mafrow aspirations have been more 
frequently practised many more cases of megaloblastic 
erythropoiesis have been diagnosed. Where there is 
iron deficiency intensive treatment with iron preparations 
may unmask evidence of vitamin B;2 deficiency. Women 
especially were found to have low serum iron levels with 
megaloblastic erythropoiesis, dietary factors being con- 
sidered to be of great importance in such cases. It is 
possible that a poor dietary intake may also be partially 
responsible for the deficiency in some of 
these patients. R. B. Thompson 


367. Clinical Picture of Pernicious Anaemia Prior to 
Introduction of Liver Therapy in 1926 and in Edinburgh 
Subsequent to 1944 

S. Davipson. British Medical Journal [Brit. med. J.] 
1, 241-243, Feb. 2, 1957. 2 figs., 5 refs. 


The clinical picture in pernicious anaemia before and 
after the introduction of liver therapy has been studied 
in data derived from three principal sources: (1) a group 
of 1,200 cases collected by Cabot of Boston, Massa- 
chusetts, in 1908; (2) 117 cases admitted to the London 
Hospital between 1911 and 1920; and (3) 250 cases 
under the author’s care in Edinburgh during the period 
1944-56. In Cabot’s series the degree of anaemia was 
much more severe and the symptoms had been present 
for a much longer period before advice was sought than 
was the case in the author’s series at Edinburgh. The 
author emphasizes the fact that many signs and symp- 
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toms which were common in the days before liver therapy 
wes given are now much less frequently encountered 
ani that the undue prominence often given to these in 
te.(books may hinder early diagnosis. Moreover, the 
early signs and symptoms of pernicious anaemia are 
non-specific; diagnosis must be made by accurate 
heematological methods. The study appeared to show 
tht in Cabot’s series patients were much younger at 
on.et of symptoms than they are today, but the author 
co :siders that this is explained by the inclusion in the 
ea lier series of cases of macrocytic anaemia of diverse 
ae’ iology as well as cases of megaloblastic anaemia other 
th_n Addisonian pernicious anaemia. 

\ pale, smooth tongue which is also moist and very 
ck in has for long been recognized as a. common sign 
of the disease, and remains so. Actual soreness of the 
mouth and tongue is now rarer (25% in the author’s 
se: es, compared with 43% in Cabot’s). Acute glossitis 
an | diarrhoea occurred in 50°% of patients 50 years ago, 
co npared respectively with 5% and 9% today. Fever 
wi ich is related to the degree of anaemia, was much 
co nmoner in Cabot’s patients—79% then and 22% in 
th. author’s patients. Icterus occurs less frequently now 
ar | splenomegaly, present in 27% of Cabot’s patients, 
w. » found in only 8% of the most recent series. 

-araesthesiae were noted in all Cabot’s patients, but 
in only 38% of the author’s; if this symptom is not 
ac epted as evidence of cord involvement the incidence 
of subacute combined degeneration of the cord has not 
al.cred greatly—7°% now compared with 11% in 1908. 

R. B. Thompson 


NEOPLASTIC DISEASES 


363. Giant Follicular Lymphoma Presenting as a Haemor- 
rh:gic Syndrome with Thrombocytopenia. (La forme 
he norragique initiale du lymphome giganto-folliculaire) 
P. CHEVALLIER. Sang [Sang] 27, 841-855, 1956. 1 ref. 


Giant follicular lymphoma as the presenting sign of 
generalized lymphosarcomatosis is commoner than has 
been recognized until recently. Haemorrhage is usually 
rare, but the author describes 5 cases seen at the H6épital 
Broussais, Paris, in which a haemorrhagic syndrome 
dominated the clinical picture, and appeared to be 
identical with essential thrombocytopenia. The under- 
lying pathology was revealed by examination of the 
spieen after splenectomy. This mode of onset appears 
to have no predilection for patients of any particular 
age or sex, and 4 of these patients had previously been 
in good health, although the fifth had suffered an ap- 
parently benign jaundice some months before. The 
haemorrhages presented variously as epistaxis, bleeding 
gums, petechiae, ecchymoses, metrorrhagia, or melaena. 
Adenopathy was present in only one case, the spleen 
was enlarged in all 5, and the optic fundi showed haemor- 
rhages in 4 cases. 

The principal haematological feature was thrombo- 
cytopenia. The most constant abnormal findirig was 
poor clot retraction; the platelet count varied around 
100,000 per c.mm:, rising almost to normal in some 


cases or occasionally falling to 40,000 per c.mm. The 
bleeding time was only moderately prolonged, while the 
capillary resistance test gave an inconstant result, being 
positive in some cases but negative in the most gravely 
affected patients. In all cases there was a normochromic 
anaemia which was predominantly, but not entirely, due 
to the haemorrhages; the bone marrow showed active 
erythropoiesis, with a peripheral reticulocytosis. The 
leucocyte count was variable, ranging from a mild 
leucopenia and granulocytopenia to a mild leucocytosis. 
The megakaryocytes in the marrow appeared to be 
normal and showed no increase in number such as may 
occur in cases of essential thrombocytopenia. 

The diagnosis of giant follicular lymphoma was made 
after splenectomy. Macroscopically, the somewhat 
enlarged spleen showed multiple follicles, usually of 
giant size but occasionally quite small. The cells in the 
centre of the follicle appeared to be histiocytic in type, 
and clasmatocytic forms were numerous; these were 
surrounded by a ring of lymphocytic infiltration beyond 
which the splenic pulp was often congested and haemor- 
rhagic. Nucleoli and mitoses in the centre of these 
follicles were uncommon and no evidence of malignancy 
was observed; occasionally, however, there was a ten- 
dency to some central degeneration. The results of 
treatment by splenectomy were poor, 2 of the patients 
dying. The survivors were considerably improved, but 
some haemorrhages continued and “‘ cure” of the con- 
dition was far from complete. The 3 surviving patients 
are being followed up to determine whether the disease 
will, as expected, slowly develop into fatal lympho- — 
sarcoma. Victor M. Rosenoer 


369. Clinical Features and Pathogenesis of Macro- 


globulinaemia 

I. R. Mackay, L. I. Tarr, and E. F. Woops. British 
Medical Journal [Brit. med. J.) 1, 561-563, March 9 
1957. 24 refs. 

Macroglobulinaemia is a clinical syndrome in which 
globulins of high molecular weight are found in the 
serum, ultracentrifuge analysis of the serum being neces- 
sary for diagnosis. The patients are usually elderly, and — 
the clinical picture is of lethargy, vague ill-health, a 
bleeding tendency, and enlargement of lymph nodes, 
spleen, and liver. Examination of peripheral blood 
reveals some anaemia and, usually, pancytopenia; 
smears of bone marrow show a gross preponderance of 
lymphocytoid cells, often indistinguishable from true 
lymphocytes. Hyperglobulinaemia is marked, and as a 
result the erythrocyte sedimentation rate is raised, 
there is a positive reaction to the formol-gel test, and 
a myeloma-like protein is found on paper electro- 
phoresis of the serum. A cryoglobulin is present in the 
serum, and the response to the Sia test is positive. 

The authors describe 4 cases, in all of which 
macroglobulins were demonstrated in the serum by 
ultracentrifugation. The serum glucosamine level 
was markedly raised in 3 cases. A positive result was 
obtained in 2 out of 3 cases in which the plasma was 
tested for a factor stimulating lymphocytosis in baby 
mice. In all cases the histological appearances on 


y 
of 
0 
h i 
4 
id 
4 
d 
ip 
= 
d 
as 
nt 
in 
he 
{ 
2 


114 HAEMATOLOGY 


examination of a lymph node or splenic-biopsy specimen 
were compatible with lymphosarcoma. Discussing the 
pathogenesis of the condition, the authors state that 
while the disease may be an individual entity, it seems 
possible that it is “‘ an’ epiphenomenon in the course of 
lymphosarcoma”. Macroglobulin synthesis may result 
from a somatic mutation in malignant lymphocytic 
tissue, which may be spontaneous or may be induced 
by x rays or cytotoxic drugs. J. L. Markson 


370. Myelosclerosis. A Clinicopathological Study 

B. J. LEONARD, M. C. G. IsRAéLs, and J. F. WILKINSON. 
Quarterly Journal of Medicine-[Quart. J. Med.) 26, 131- 
147, Jan., 1957. 7 figs., 31 refs. 


The authors describe the clinical and pathological 
findings in 28 cases of myelosclerosis seen at the Royal 
Infirmary, Manchester. In most of the cases the age at 
onset of the disease was between 50 and 70 years, but its 
duration was difficult to assess owing to its insidious 
nature. The presentation may be (1) asymptomatic, as 
in 3 of the present cases, in which splenomegaly was an 
incidental finding; (2) in the form of ‘* hypersplenism ” 
(2 cases) with haemolytic anaemia and a haemorrhagic 
diathesis; or (3) symptomatic (23 cases), in which the 
presenting symptoms are those of anaemia or those 
referable to splenic enlargement and bone involvement. 
In the majority of the patients there was some degree of 
normochromic anaemia, the leucocyte count was 
moderately raised or normal, but the platelet count 
varied considerably. In all cases normoblasts were 
present in the peripheral blood at some stage, and mega- 
karyocytes were seen in blood smears in 6 cases. Radio- 
graphy of the skeleton was found to be not very informa- 
tive. In 13 patients it was impossible to penetrate the 
outer manubrial plate to obtain specimens of bone 
marrow, but samples from other sites showed greatly 
reduced cellularity. 

The most important single diagnostic procedure was 
bone biopsy, specimens being usually taken from the 
iliac crest. The histological picture varied with the stage 
of the disease, and ranged from cellular fibrous tissue in 


* the marrow spaces with some persistent haematopoietic 


foci in the early phase to the finding of broad bony 
trabeculae with thick osteoid seams and acellular fibrous 
tissue filling the diminutive marrow space in the late 
phase. Splenic puncture revealed definite evidence of 
extramedullary haematopoiesis, with a considerable 
increase in normoblasts and megokaryocytes and a 
moderate increase in relatively mature cells of the 
myeloid series. Thus the blood picture was quite dif- 
ferent from that seen in leukaemia or polycythaemia 
rubra vera. In view of their own biochemical findings 
and also those of Valentine et al. (Blood, 1952, 7, 959; 
Abstracts of World Medicine, 1953, 13, 354), particularly 
in regard to the alkaline-phosphatase and glycogen 
content of the leucocytes, the authors are unable to 
support Dameshek’s theory that polycythaemia rubra 
vera, chronic myeloid leukaemia, and myelosclerosis are 
closely related disorders of a myeloproliferative syn- 
drome. Splenectomy in myelosclerosis is indicated only 
if there is evidence of undue destruction of erythrocytes 


or platelets. Treatment is mainly by means of blood 
transfusions, which should not be begun until symptoms 
of anaemia develop. E. G. Rees 


371. Ethnic Differences in the Incidence of Leukemia — 
B. MACMAHON and E. K. Ko.ter. Blood [Blood] 12, 
1-10, Jan., 1957. 8 refs. 


The authors report from the State University of New 
York the results of an investigation into the incidence 
of leukaemia in relation to the religion and country of 
birth of patients with this disease. The data were 
obtained from hospital records, death certificates for the 
borough of Brooklyn (New York), and from the (U.S$,) 
National Bureau of Vital Statistics. 

After standardization for age differences, the incidence 
of leukaemia in the two—native-born and foreign-born 
—white populations during the period 1943-52 was 
45-3 and 61-0 respectively per million of the population 
per annum. A high incidence of leukaemia in the 
Russian-born population of Brooklyn, most of whom are 
of Jewish ancestry, accounted for the higher rate in the 
foreign-born group. Comparison with data based on 
the “‘ cemetery of burial ’’, as given on the death certi- 
ficate, showed that leukaemia was recorded as the cause 
of death twice as frequently among Jews as among those 
of other religions, this relationship holding true for both 
native and foreign-born groups, both sexes, all ages, and 
for all the common pathological varieties of leukaemia, 

The commonly observed higher incidence of leukaemia 
among the white population than among negroes was 
not confirmed in Brooklyn when allowance was made for 
the high rate in the white Jewish population, and evidence 
from the Bureau of Vital Statistics suggests that this 
difference is closely associated with socio-economic dif- 
ferences between the two population groups. 

A. Ackroyd 


372. The Changing Pattern of Leukaemia 
A.J. Lea and J.D. Appatt. Lancet [Lancet] 1, 389-392, 
Feb. 23, 1957. 3 figs., 10 refs. 


The age incidence of acute and chronic leukaemia was 
studied in 624 cases seen in the Armed Forces between 
1940 and 1954. The ages of the patients ranged from 
18 to 63 years and all except 10 were males. Leukaemia 
was considered to be acute when death occurred within 
6 months of the onset, the date of onset being defined as 
the first date on which the patient complained of any 
of the standard symptoms attributable to the disease. 
The cases were analysed for the three 5-year periods 
1940-4, 1945-9, and 1950-4, and for the age groups 
15-24, 25-34, and 35 and over. The incidence of acute 
leukaemia was much the same in all three 5-year periods 
(58-4 to 60-1°%), but the mean age at onset of the acute 
form was significantly higher in 1950-4 than in 1940-4 
owing both to an increased proportion of acute cases 
in the older groups and a decreased proportion in the 
younger age groups. The cases were then analysed a 
second time, and in this ahalysis leukaemia was con- 
sidered to be acute when it had been present for up 
to 12 months. Similar findings were obtained. In 
both analyses there was an apparent decrease in age 
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at onset of the chronic form, but this was not statistically 
significant. 

The authors then examined the age-specific death rate 
tables for leukaemia for England and Wales for the 
period 1911-53. These showed a sharp increase in 

mortality (confined to the age groups 0 to 20 and 34 
onwards) and, since 1940, a significant increase in the 
mean age at onset of.the acute form of the disease. 
It is suggested that these changes may be due in part to 
increasing amounts of man-made ionizing radiation 
superimposed on a constant background of natural low- 
leve! irradiation. M. Kendal 


373. ** Colcemid ’’ and ‘‘ Myleran ”’ in the Treatment of 
Chronic Myelosis. (Colcemid und Myleran in der 
Be!:andlung der chronischen Myelose) 

R. WitpHAcK. Deutsche medizinische Wochenschrift 
[Lisch. med. Wschr.] 82, 342-346, March 8, 1957. 
4 fgs., 32 refs. 


he author describes, from the University Medical 
Cl aic, Marburg, the results of 3 years’ experience in 
the treatment of chronic leukaemia with “ colcemid ”’ 
{d: mecolcine) and “‘ myleran ” (busulphan). 

Of 15 patients treated with demecolcine, the results 
were good in 9 (although 3 died of intercurrent disease). 
In 3 cases there was no effect, one patient dying of acute 
m:eloblastosis after 2 years of treatment, the second 
developing paralysis from myelotic infiltration of the 
dusa, and the third a fatal myeloblastosis: The remain- 
in;. 3 patients showed marked sensitivity to even small 
deses; thus a dose of 44 mg. given over 5 days was 
foilowed by increased leucocytosis and falling out of the 
hair. The maximum daily dose employed was 20 mg. 
given intravenously and 18 mg. by mouth. In one case 
atotal of 133 g. was given over 159 days, but no favourable 
remission occurred. Successful results were judged by a 
fail in the total leucocyte count, a decrease in the size of 
the spleen, and an improvement in general health. Side- 
efiects of the drug consisted in a scarlatiniform eruption 
(the result, it is suggested, of sensitivity to decomposition 
pioducts of the leucocytes), herpetiform stomatitis, and 
falling of the hair, the last-named being frequent but 
reversible. 

The treatment of 16 cases with busulphan gave good 
results in 11. In one case of acute myelobiastosis there 
was no effect, but another similar case showed some 
improvement and the fatal issue was delayed. One 
patient died of intercurrent infection and another of 
general cachexia. Side-effects with busulphan were in- 
frequent; there were 2 cases of allergic skin haemorrhage, 
but falling of the hair, in contrast to experience with 
demecolcine, did not occur; amenorrhoea was observed 
in 4 female patients, 2 of whom had had normal menstrua- 
tion while under demecolcine therapy. In one fatal case, 
in a woman aged 41, necropsy showed some atrophy of 
the uterus and ovaries, and in one male patient examina- 
tion of the seminal fluid showed a decrease in the number 
of spermatozoa and some pathological forms. Summing 
up, the author states that the relatively small numbers in 
each group do not provide a definite basis for preference 
between these two drugs, except that the effect on the 


hair militates against the use of demecolcine for women, 
and’ amenorrhoea against the use of busulphan for 
younger women. Both drugs fail in cases of acute 
myeloblastosis. He points out that the patients’ indivi- 
dual reactions differed considerably, and spontaneous 
remissions cannot be excluded in assessing the favourable 
effect of either drug, nor is it possible to state definitely 
whether therapy hastens the onset of acute myeloblastosis, 
Ethel Browning 


BLOOD TRANSFUSION 


374. Thrombophlebitis Following Intravenous Infusions: 
Trial of Plastic and Red Rubber Giving-sets 

REPORT TO THE MEDICAL RESEARCH COUNCIL BY A SUB- 
COMMITTEE OF THE COUNCIL’S BLOOD TRANSFUSION 
RESEARCH COMMITTEE. Lancet [Lancet] 1, 595-597, 
March 23, 1957. 5 refs. 


In view of the finding that the incidence of thrombo- 
phlebitis as a complication of prolonged intravenous 
infusion may be as high as 50% and appears to be 
related to the type of tubing used, the Medical Research 
Council set up a trial at seven different hospitals in 
Great Britain in which the incidence of thrombophlebitis 


‘following infusion with National Blood Transfusion 


Service sets fitted with the usual red rubber tubing was 
compared with that following the use of experimental 
plastic sets having mainly polyvinyl chloride tubing 
terminating i in a short length of latex rubber tubing with 


a nylon piercing needle and nylon mesh filter. Of 452 


record cards returned containing, among other informa- 
tion, notes on the duration of transfusion, type of needle 
or cannula used, site and method of insertion, nature of 
fluid transfused, and severity of local reaction if any, 
369 were finally considered suitable for analysis, 24 
which were incomplete and 59 which concérned trans- 
fusions not exceeding 12 hours in duration, in which no 
thrombophlebitis occurred, being discarded. Roughly 
the same number of plastic and of rubber sets (130 and 
123 respectively) were used for transfusions up to 48 
hours, but by chance the number of rubber sets used for 
transfusions exceeding 48 hours was larger (66 compared 
with 50 plastic sets). The types of fluid given through 


the two sets (mainly blood, saline, or dextrose solution) - 


did not differ significantly. 

Reactions of all types (graded as none, mild, severe, or 
extensive) were significantly (24°%) more frequent follow- 
ing transfusions with ordinary red rubber sets; if only 
severe and extensive reactions (thrombophlebitis affecting 
3 to 6 inches (7:5 to 15 cm.) and over. 6 inches of vein 
respectively) were considered, the frequency was 16% 
greater with rubber sets. Results varied as between 


different centres, but at no centre was the red rubber set | 


significantly better. Although with plastic sets the 


incidence of thrombophlebitis was less, the complication ~ 


still occurred in 18°% of prolonged transfusions. It is 
suggested that this may be due to damage to the wall 
of the vein by the acid reaction of autoclaved glucose 
solutions or by drugs injected into the tubing of the 
infusion set, and not necessarily to harmful substances 
contained in the tubing itself. F. Hiilman 
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Respiratory System 


375. Pulmonary Disease following Chronic Chemical 
Ganglionic Blockade. A Clinical and Pathologic Study 
H. M. Perry, R. M. O’NEAL, and W. A. THomas. 
American Journal of Medicine [Amer. J. Med.| 22, 37-50. 
Jan., 1957. 8 figs., 14 refs. 


Since it appears that methonium salts can occasionally 
act like nitrogen retention as a factor in the pathogenesis 
of a pulmonary condition sometimes called “* uraemic 
pneumonia ”’ the microscopical appearances of the lungs 
of 27 patients with a primary diagnosis of arteriolar 
nephrosclerosis who had received methonium salts and 
of 67 such patients, who had not received this treatment 
were compared post mortem at the Washington Uni- 
versity School of Medicine, St. Louis. Patients in the 
former group had received at least 30 g. of methonium 
salts in their last month of life. 

The lungs of some patients contained intra-alveolar 
masses of fibrin, with a tendency to fibrous organization, 
and hyaline-like membranes lining the. walls of the 
alveolar ducts and atria. This condition, which the 
authors term “ fibrinous pneumonitis ”, occurred in 59°%% 
of the methonium-treated group compared with 34% 
of the untreated patients, being rare in non-uraemic 
patients except in those treated with hexamethonium. 
The terminal clinical picture was one of extreme tachy- 
pnoea, pyrexia, relative tachycardia, and leucocytosis, 
there being no alkalosis or hyponatraemia in 9 patients 
with malignant hypertension who were not uraemic. 
In some cases there were radiologial changes of diffuse 
non-specific infiltration which were disproportionate to 
the physical findings. No pronounced fibrinous pneu- 
monitis was found in 39 patients with mitral stenosis 
who also were studied, thus eliminating increased pul- 
monary venous pressure secondary to left heart failure 
as a significant factor in causation. The authors believe 
that methonium salts exert effects similar to those of 
_ nitrogen retention in uraemia, namely, by damaging the 
pulmonary capillaries and thereby allowing exudate to 
leak into the alveoli, thus causing a fibrinous pneu- 
monitis. I. Ansell 


376. Pulmonary Cystic Disease: Physiologic Studies and 
Results of Resection 

A. A. Srepens, A. R. GRANT, D. C. Kent, R. KLOpstock, 
and J. J. Cincorri. Journal of Thoracic Surgery [J. 
thorac. Surg.] 33, 185-212, Feb., 1957. 6 figs., 20 refs. 


Pulmonary function was studied in 6 patients with 
cystic lung conditions, the cases being selected ‘* (1) to 
serve as interesting exercises in the interpretation of 
pulmonary function tests, (2) to demonstrate the varia- 
bility in the physiologic deficit associated with cystic 
disease of the lung, and (3) to document the beneficial 
effects of excisional therapy ”’. 

The degree of physiological abnormality produced by 
a cyst is largely determined by the extent of mechanical 


compression, which depends upon the difference between 
the pressure inside the cyst and that in the adjacent lung 
tissues. With poor communication between cyst and 
lung the pressure differential is high, so that patency of 
communication is a critical factor in producing paren- 
chymal compression. The authors stress that because 
of this the index of alveolar mixing is an important 
measure of the degree of communication and enables the 
investigator to differentiate in hypoxic patients between 
mechanical compression caused by a cyst and advanced 
emphysema. 

Investigation of 2 of the 6 patients revealed severe and 
unexpected abnormalities of ventilation, lung volume, 
and arterial blood gas content unassociated with gener- 
alized pulmonary emphysema. In the remaining 4 
patients the tests revealed minimal respiratory abnor- 
malities, but all benefited from resection of the cyst 
bearing area. C. A. Jackson * 


377. Staphylococcal Bronchopneumonia in Debilitated 
Hospital Patients. A Report of Fourteen Fatal Cases 
G. A. GresHAM and M. H. GLeEsON-Wuite. Lancet 
[Lancet] 1, 651-653, March 30, 1957. 2 figs., 3 refs. 


The authors report, from Addenbrooke’s Hospital, 
Cambridge, the bacteriological and histological findings 
in 14 patients suffering from a variety of severe con- 
ditions—coronary thrombosis, bronchial carcinoma, 
general peritonitis, bacterial endocarditis, perforated 
gastric ulcer, carbon monoxide poisoning, agranulo- 
cytosis, acute leukaemia, mediastinal tumour, and head 
injury—in whom evidence of pneumonia due to Staphylo- 
coccus aureus was found at necropsy. Unlike the histo- 
logical features of the lungs in the more usual type of 
staphylococcal pneumonia, there were many poly- 
morphonuclear leucocytes and clumps of Gram-positive 
cocci in affected bronchioles and alveolar ducts, and the 
surrounding alveoli were filled with haemorrhagic 
oedema fluid; these features resembled those seen in 
patients dying from staphylococcal bronchopneumonia 
complicating epidemic influenza. To obtain material 
for culture, swabs were thrust into incisions made with a 
sterile scalpel in the pleura, which had first been sterilized 
with a branding-iron. All the strains of staphylococci 
were resistant to penicillin and streptomycin, and all 
except 2 of them to aureomycin; on the other hand all 
but 2 were sensitive to chloramphenicol and all but one 
to erythromycin. Common intestinal organisms were 
also grown from the lungs of 11 patients, the presence 
of such organisms being ascribed to agonal inhalation of 
gastric contents. 

A factor common to these patients was pulmonary 
oedema, and the authors suggest that the presence of 
serous fluid in the alveoli, whether of inflammatory or 
mechanical origin, provided favourable conditions for 
rapid colonization of the lungs by staphylococci. The 
pattern of resistante of the staphylococci indicated that 
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the infection was of “ hospital ’’ origin, and the authors 
advise a careful reassessment of the value and dangers 
of ural sprays, passage of tubes through the nasopharynx, 
anc. the use of drugs which depress the cough reflex in 
the immediate postoperative period. In only 4 of the 
14 cases was acute pulmonary infection suspected during 
life 

'n the interests. of early treatment, staphylococcal 
brcachopneumonia should be considered whenever there 
is unexpected deterioration in the general condition of a 
del ilitated patient. Bernard J. Freedman 


37:. The Effect of an Aerosol Detergent in Chronic 
Br: achitis 

K. N. V. PALMER. Lancet [Lancet] 1, 611-613, March 23, 
197. 1 fig., 8 refs. 


he effects of the aerosol detergent “‘ alevaire ”’ were 
co: ipared with those of a control solution containing 
soc um bicarbonate but no detergent in 25 patients with 
chr »nic bronchitis.» The solutions were nebulized in the 
“o.ygenaire’’ or Collinson apparatus by oxygen, and 
we 2 given for one hour 3 times a day at the rate of about 
15 al. of solution an hour. The results were assessed on 
the subjective improvement and on the changes in signs 
an in the viscosity of the sputum. It was found that 
ale aire and the control solution were equally effective in 
prc iucing symptomatic improvement, the main effect 
bei .g that patients were able to expectorate more easily. 
A -ew patients showed objective improvement and 
ch: ages in the viscosity of sputum with both aerosol and 
corirol solution, the sputum diminishing considerably; 
ale: aire did not appear to be any more effective than the 
co: trol solution. In a further experiment it was shown 
tha. similar reductions in viscosity were obtained with 
aei sols of alevaire, sodium bicarbonate solution, saline, 
anc. water. 

‘he author concludes that the effects achieved are due 
to hydration of the viscid sputum, enabling this to be 
ex} ectorated more easily, and that a simple water aerosol 
would be as effective as the detergent. 

A. Gordon Beckett 


37). A More Direct Liquefaction of Bronchial Secretion 
by Aerosol Therapy 

E. R. Levine. Diseases of the Chest [Dis. Chest] 31, 
155-168, Feb., 1957. 


in this paper from the Chicago Medical School and 
Edgewater Hospital, Chicago, the author discusses the 
function and application of four groups of liquefying 
aerosols as follows. Group 1: liquids alone—that is, 
water or saline—which are useful in acute conditions when 
the mucosa is dry. Group 2: detergents which lower the 
surface tension but donot themselves cause liquefaction; 
some of these cause troublesome upper respiratory tract 
irritation, which is probably due to sodium bicarbonate, 
while some form an opaque deposit, a mixture of sodium 
bicarbonate and glycerin, on the inside of an oxygen tent. 
Group 3: detergents with a liquefying agent—for 
example potassium iodide or ammonium chloride. 
Group 4: proteolytic enzymes; theoretically these are 
good, but in practice they are dangerous. 


- 82, 280-284, Feb., 1957. 


In diseases which cause a tenacious, viscous sputum, 
such as chronic bronchitis, the aerosol of choice is one of 
Group 3. Potassium iodide, which is effective in a con- 
centration of 0-1°%, seems to be the best liquefying agent; 
ammonium chloride is also useful, but its effective con- 
centration is 10%, which is likely to prove irritating. 
The author has found “ ergitol 08” (sodium 2-ethyl- 
hexyl sulphate) a satisfactory, non-irritant detergent, and 
has used an aerosol containing 0-125°%% ergitol and 0-1% 
potassium iodide in sterile water in 96 patients suffering 
from various respiratory disorders (bronchiectasis 34, 
asthma 27, emphysema 22, chronic: bronchitis 9, and 
acute tracheo-bronchitis 4). Some 60 of the patients were 
over 40 years of age. The aerosol was given for 3 to 5 
half-hour periods a day, the treatment being continued 
for 6 months in 3 of the patients. Thére was subjective 
improvement, often after the first inhalation, in all cases, 
but objective improvement (decreased viscosity, easier 
expectoration) was often delayed for 24 hours. There 
was no evidence that the detergent caused tracheal irrita- 
tion or was in any way toxic. Arthur Willcox 


380. The Long-term Prognosis of Empyema in Infancy 
and Childhood. (Das spitere Schicksal der Pleura- 
empyeme im Sduglings- und Kindesalter) 
G. HEBERER, W. SCHERMULY, and K. G. von BUCH. 
Deutsche medizinische Wochenschrift | Dtsch. med. Wschr.] 
1 fig., 19 refs. 


The introduction of antibiotics has resulted in a 
reduction in the mortality from thoracic empyema. . 
Although this is widely recognized, few long-term follow- 
up studies have so far been published. The authors 
therefore review here their experience at the University 
Paediatric Clinic, Marburg an der Lahn, to which, 
between January, 1940, and May, 1956, 189 children 
were admitted with empyema. Of these, 59 died during 
the acute stage. Of the survivors, 21 still showed radio- 
logical changes in the chest at the time of their dis- 
charge from hospital; out of 20 of these followed up 
for 9 months to 12 years, in 18 these appearances even- 
tually became normal. In no case was there visible 
thoracic deformity or scoliosis. 

In the authors’ experience, chronic empyema is asso- 
ciated particularly with pyopneumothorax, pneumo- 
coccal empyema, and frequent instillations of penicillin. 
In their view conservative treatment may be continued 
for up to 3 months, provided the child is clinically well 
and there is no evidence of a broncho-pleural fistula. 
After this period, however, closed suction drainage is 
indicated and this should be continued until the cavity 
has been obliterated. Should obliteration | prove impos- 
sible, decortication must then be carried out, together 
with closure of any fistula present. Thoracoplasty is 
rarely indicated during childhood, and rib resection is 
condemned, but occasionally resection of part of a lung 
may be necessary. 

The authors present in detail 6 case histories in order 
to illustrate various aspects of the problem. They con- 
clude that chronic empyema is rare in childhood and 
that the long-term pragnoms in survivors of the acute 
stage is excellent. F. Starer 
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Otorhinolaryngology 


381. The Nasopharyngeal Fibroma and Its Treatment 
R. Tapia AcuNA. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 64, 451-455, Dec., 1956. 
3 figs., 8 refs. 


_ Nasopharyngeal fibroma occurs relatively frequently 
in Mexico, and an average of 12 cases a year has been 
recorded during the last 6 years at the City of Mexico 
General Hospital. The age of onset is from 10 to 25 
years—earlier than elsewhere—and the sex incidence is 
predominantly male. Only one case of spontaneous 
regression has occurred during the last 50 years. [This 
is interesting because, although regression is often stated 
to occur, specific cases are very seldom mentioned.] 
Diagnostic biopsy is deprecated since, after haemorrhage, 
the growth tends to form adhesions to the neighbouring 
walls which make surgical removal more difficult. 

Treatment with male sex hormones has proved useless. 
Radium and deep x-ray therapy may produce “‘ regression 
of slight importance ”’ in small tumours, but has no effect 
on large ones. Complete surgical removal is the only 
adequate method, various approaches being used, 
according to the»position of the tumour. The author 
avoids resection of the hard palate. Small tumours and 
recurrences can be treated by electrocoagulation. 

F. W. Watkyn-Thomas 


382. The Human Ossicular Ligaments 

D. Wotrr and R. J. Bettucct. Annals of Otology, 
Rhinology and Laryngology [Ann. Otol. (St Louis)| 65, 
895-910, Dec., 1956 [received March, 1957]. 10 figs., 
7 refs. 


The articulations between the bones of the ossicular 
chain are difficult to classify as joints, and they rarely 
are shown to possess pockets of synovial membrane for 
the production of synovial fluid. They are, nevertheless, 
true joints, and phylogenetically rank second only to the 
vertebral joints in age, anatomically speaking. At the 
Manhattan Eye, Ear and Throat Hospital, New York, 
the authors have made a fresh study of these joints and 
their ligaments, particularly the joint between the stapes 
and vestibule, because of the current interest in the 
operation for mobilization of the stapes in the treatment 
of otosclerosis. 

They have shown that the stapes is united to the edge 
of the foramen ovale by a continuous sheet of fibrous 
tissue which extends to the fissula ante fenestram. The 
joint between the incus and stapes sometimes has an 
interarticular disk. The fibres of the joint blend with 
the tendon of stapedius and are also attached to a 
depression above the articular process. The joint 
between malleus and incus is chiefly striking for the 
interlocking of the joint surfaces, which means that the 
ossicles are firmly held against each other so that any 
movement is directly transferred from one to the other. 
The short process of the incus lies in the aditus ad 


antrum and is firmly anchored to bone by the posterior 
ligament of the incus. The malleus, which to the aural 
surgeon is the most firmly attached ossicle, is bound by 
thick ligaments extending anteriorly and posteriorly to 
bone and blending with the tendon of the tensor tym- 
pani. William McKenzie 


383. The Restoration of the Function of the Middle Ear 
in Chronic Otitis Media 

H. WuLListTeIn. Annals of Otology, Rhinology and 
Laryngology [Ann. Otol. (St Louis)] 65, 1020-1041, 
Dec., 1956 [received March, 1957]. 18 figs. 


In this paper from the University of Wiirzburg the 
author enumerates the following factors influencing the 
prognosis after tympanoplasty: (1) the quality of the 
inner ear; (2) the state of function of the Eustachian 
tube; (3) the hydrodynamics of the round and oval 
windows; (4) the quality of the mucous membrane; 
(5) the quality of the tympanic membrane; and (6) the 
state of the ossicular chain. In carrying out reconstruc- 
tion of the damaged middle ear in treating chronic 
suppurative otitis media by tympanoplasty five situations 
have to be considered. (1) The ossicles are intact and 


_ the middle ear is untouched. (2) The malleus is diseased 


and the manubrium is removed; the drum then adheres 
to the intact incus which transmits sound to the stapes. 
(3) The malleus and incus are both diseased and are 
removed; the drum then transmits sound to the intact 
stapes. (4) All the ossicles are diseased and the oval 
window is free from granulations, as is also the round 
window; in such a situation the round window and 
Eustachian tube are made to lie in a single small middle- 
ear cavity by means of a skin graft, and the oval window 
lies outside the cavity. (5) The oval window is rendered 
useless by reason of adhesions or a fixed stapes; in this 
case the middle ear is closed by a graft to protect the 
round window and Eustachian tube, and a fenestra made 
in the external semicircular canal. 

The author then describes his methods. He first 
inspects the mastoid antrum through a burr-hole, then 
the upper part of the middle ear through Shrapnell’s 
membrane, and finally the lower part of the middle ear. 
(He has found defects of the stapes in about 15° of his 
400 cases.) If the oval window is normal, it is left out 
of the final cavity, which is made to include the round 
window and Eustachian tube. If there are adhesions 
in the oval window, an artificial columella is inserted to 
replace the stapes. The author prefers to perform the 
whole operation in one stage, and not to explore the 
mastoid at one operation and repair the middle ear at a 
second. If the mucous membrane of the middle ear is 
so diseased that there is not enough healthy tissue to 
form the new cavity formed by tympanoplasty, mucous 
membrane can be taken from the lower lip and grafted 
into the middle ear. If the round window niche is 
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filled with granulation tissue, it must be removed and 
the outer wall of the round window lowered with a burr 
so that the mucosal graft which replaces the granulation 
tissue lies directly in contact with the round window 
membrane. If the stapes is mobile it can be left in 
contact with the drum, with a good prospect of improve- 
ment in hearing. If the foramen ovale is filled with 
achesions or the stapes is fixed, then a fenestration must 
be carried out to act as a substitute. — 

A substitute for a foramen rotundum is more difficult, 
but the author has achieved this by exposing the scala 
tympani between the round window and the promontory. 
The epithelium of the drum is removed by a fine sickle 
krife, beginning at the tympanic ring and working to- 
words the perforation, care being taken not to enlarge 


‘the perforation. The whole area is then covered with a 


free, whole-thickness, skin graft. The author concludes 
by presenting details of his results for each of the five 
types of tympanoplasty, as performed in a total of some 
40:0 cases, in the majority of which the hearing level for 
speech frequencies was above 30 decibels. 

‘This important paper cannot be adequately abstracted 
ard should be read in full.] William McKenzie 


3:4. The pH Factor in Treatment of Otitis Externa 

D. Fasricant. A.M.A. Archives of Otolaryngology 
[<.M.A. Arch. Otolaryng.] 65, 11-12, Jan., 1957. 2 refs. 


The author has previously shown (A.M.A. Arch. Oto- 
levvng., 1949, 49, 201; Abstracts of World Surgery, 1950, 
7, 95) that loss of the antibacterial “‘ acid mantle” of 
the skin and replacement by an alkaline one increases 
susceptibility to bacterial invasion. Seborrhoeic areas 
are more alkaline than the rest of the skin, while an 
ai<aline shift is found in most cases of vesicular eczema. 
Some dermatoses are associated with excessive skin 
diyness, so that the tendency to fissure formation is 
increased, and a.high degree of alkalinity is found in the 
fissures of eczematous states. The logical answer is to 
increase the acidity of the skin mantle, and the difference 
in effectiveness between two apparently similar agents 
niay be due to a difference in their effect on the pH of 
the skin, an alkaline agent encouraging the growth of 
fungi and bacteria on the surface. In the present 
investigation estimation of the pH of the surface of the 
external auditory canal with a special silver—silver- 
chloride glass electrode connected to a Coleman electro- 
meter in 11 patients with otitis externa gave values 
ranging from 7-1 to 7:8. F. W. Watkyn-Thomas 


385. Cogan’s Syndrome. Report of Two Cases with 
Signs and Symptoms Suggesting Periarteritis Nodosa 

G. G. Boyp. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 65, 24-25, Jan., 1957. 7 refs. 


Cogan’s syndrome consists in ciliary injection with 
granular infiltration of the cornea but no changes in the 
iris or fundus, together with tinnitus, severe vertigo and 
nystagmus, and rapid progressive deafness. There are 
no signs of systemic disease except eosinophilia and 
elevation of the erythrocyte sedimentation rate. Young 
males are most often affected. Cases of Cogan’s syn- 
drome associated with periarteritis nodosa have been 
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reported by Oliner et al. (New Engl. J. Med., 1953, 
248, 1001), and by McNeil ef al. (Ann. intern. Med., 
1952, 37, 1253). 

The present author has seen 4 cases in which the two 
conditions were associated in the past 3 years, and here 
reports 2 of them. The first patient, a man of 28, 
developed fever, diarrhoea, and cough, with deafness, 
vertigo and tinnitus, and interstitial keratitis. All patho- 
logical tests gave negative results (except for positive 
reactions to Salmonella paratyphosa B and ragweed) and 
all antibiotics tried proved useless. Cortisone applied 
locally cured the eye condition. There was severe 
residual deafness and loss of cold caloric responses. In 
the other case there was total loss of caloric responses, 
severe deafness, and recurring diarrhoea with fever. 
There was a family history of asthma, but no personal 
sensitivity was found. Except for the ear symptoms 
improvement was obtained with cortisone and blood 
transfusions. In both cases at some time during the 
course there was lymphadenopathy and enlargement of 
the liver and spleen. F. W. Watkyn-Thomas 


386. Objective Audiometry. Utilization of an Un- 
conditioned Muscle Reflex for the Determination of Sound 
Perception 

H. G. Kosrak. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 65, 26-31, Jan., 1957. 5 figs., 
5 refs. 


Objective audiometry is defined as “* the determination 
of sound perception which is not based on the sensations 
or descriptions of the examined person”. For this 
purpose the author makes use of the acoustic reflex of 
the two muscles of the middle ear. The afferent branch 
of the arc is the acoustic nerve. The centre lies in the 
acoustic nuclei and in association fibres with the fifth 
and seventh nerves. The efferent branch is the fifth 
nerve for the tensor muscle and the seventh nerve for 
the stapedius muscle. The reflex persists in animals 
after removal of the cortex and section below the thalamus 
and corpora quadrigemina. Both muscles contract with 
a tetanic response torresponding with the onset and end 
of the acoustic stimulus, the stapedius having the shorter 
latent period. The reflex is “fairly free” of early 
fatigue. 

The author describes a method which he has developed 
at Wayne University, Detroit, for examining this reflex 
in human subjects with an intact eardrum, to which a 
small mirror is attached with ointment and the deflection 
of a beam of light measured on a screen. Normally, 
pulse and respiration produce minute movements. When 
a tone is given two distinct movements of the drum are 
seen—acoustic vibrations and a slow pulling motion 
away from the rest position. The axes of these move- 
ments are not identical. With increasing strength of 
stimulus the drum undergoes increasing deflection, the 
movement starting and ending with the stimulus, though 
the onset is much brisker than the return to normal 
position. The author is working out a method whereby 
the minute motion of the eardrum may be transmitted 
through the external auditory canal by means of a water- 
filled tube in order to obviate attachment of the mirror 
to the drum. F. W. Watkyn-Thomas 
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387. Testosterone Propionate in the Treatment of Renal 
Failure 

P. FREEDMAN and A. G. SpENceER. Clinical Science 
[Clin. Sci.] 16, 11-22, Feb., 1957. 3 figs., 41 refs. 


A therapeutic trial of testosterone on 10 patients suf- 
fering from various chronic renal diseases (polycystic 
kidney, pyelonephritis and diabetes, arteriosclerotic renal 
disease, diabetic intercapillary glomerulosclerosis, and 
chronic nephritis with or without gout) is described from 
University College Hospital, London. In each case the 
blood urea level had been watched for several months 
and was known to be relatively constant. The patients 
underwent a period of strict management before, during, 
and after the trial, and to ensure, so far as possible, 
uniformity of experimental conditions they were kept 
on a constant diet (1,750 Cal., protein 31 g., carbo- 
hydrate 321 g., fat 34 g., potassium 62 mEq., sodium 
120 mEq., and fluid 2 litres daily) and spent 18 hours in 
bed and 6 hours up and about. A diet of similar 
composition was prescribed for at least 2 months before 
admission. During a 6-week stay in hospital weight was 
recorded daily, and 24-hour collections of urine, twice- 
weekly estimations of blood urea level and urea clearance, 
and weekly estimations of plasma sodium, potassium, 
chloride, and bicarbonate and serum protein levels were 
made. The follow-up lasted 6 to 12 months. 

While the patients were in hospital the diets were 
analysed for nitrogen and potassium, and aliquots of 
48-hour collections of urine for protein, non-protein 
nitrogen, and potassium. In the absence of bowel dis- 
turbances faecal excretion of nitrogen and potassium 
was taken as constant. In the first 2 weeks the blood 
urea level varied by not more than +10°%; 8 patients 
were in positive protein and potassium balance, and 2 
(one woman with diabetes and pyelonephritis, one man 
with diabetic intercapillary glomerulosclerosis) in slight 
negative balance. During the second fortnight each 
patient received a daily intramuscular injection of 50 mg. 
of testosterone. The last 2 weeks served again as 
control. In the 8 patients who were in positive nitrogen 
and potassium balance the blood urea level fell by 7 to 
61% of the initial control level and in the other 2 it rose 
(by 18 and 78 mg. per 100 ml. respectively). There was 
no parallel change in the urea clearance values or the 
daily proteinuria. With one exception the blood urea 
level had risen again 1 to 2 months after the withdrawal 
of testosterone injections, and in 7 cases there was a 
further rise during the next 2 to 5 months; in one case 
it remained stationary, in one it showed a small decrease, 
and in one case no further estimations were made. 
There was an untoward reaction in one patient, who 
developed mild jaundice, but none in the others. 

It is concluded that although the long-term benefits of 
testosterone therapy are usually small, administration of 
the drug in acute renal failure or in exacerbations of 
chronic uraemia is worthy of a trial of 2 to 3 weeks’ 
duration. L. H. Worth 
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388. The Value of the Addis Count as a Guide in the 
Treatment of Acute Nephritis 

W. W. Payne and R. Harris. Great Ormond Street 
Journal [Gt Ormond Str. J.] 60-64, No. 11, 1956. 4 refs, 


An attempt was made at the Hospital for Sick Children, 
Great Ormond Street, London, to decide whether the 
Addis count was of-any value in assessing the prognosis 
in acute nephritis by following the subsequent course of 
104 patients with acute nephritis initially treated between 
the years 1940 and 1950. Of these, 51 attended for 
re-examination and 7 others had been followed up for 
an adequate period (with Addis counts), for inclusion; 
8 had died. It was found that intercurrent infections 
were likely to-produce a rise in the Addis count, but it 
was little affected by operations or by getting up. There 
was no relation between the Addis count on discharge 
from hospital and the subsequent course of the illness, 
this being in marked contrast with the prognostic 
significance of ,a serum albumin content of more than 
100 mg. per 100 ml., since of 8 patients discharged in 
this state, 4 had died. There was no relation between 
the Addis count on ceasing bed rest or the speed with 
which the Addis count fell and the ultimate outcome. 

It is concluded that the Addis count is of no value in 
assessing the prognosis in acute nephritis, and that just 
as much information can be obtained from the less time- 
consuming examination of the centrifuged deposit. No 
evidence was found that prolonging bed rest until the 
Addis count was almost normal improved the prognosis, 

C. Bruce Perry 


389. ‘The Physiopathology of Albuminuria in Nephrosis 


and Amyloidosis. Effects of Treatment with Adrenal 
Cortical Hormones. (Physiopathologie de |’albuminurie 
dans la néphrose et l’amyloidose. Effets du traitement 
par les hormones du cortex surrénal) 

C. MALMENDIER, F. Grécorre, and P. P. LAMBERT. 
Revue frangaise d’études cliniques et biologiques (Rev. 
franc. Et. clin. biol.] 2, 145-160, Feb., 1957. 8 figs., 
26 refs. 


From the Brugmann Hospital, Brussels, the authors 
report the results of investigations into the effect of 
adrenal hormonal treatment on renal function in 2 
patients with pure nephrosis and 2 with renal amyloidosis 
uncomplicated by sclerosis. Renal function was assessed 
as follows. An intravenous infusion of 10 g. of inulin 
and 3 g. of p-aminohippuric acid in 500 ml. of saline was 
given, rapidly at first and then more slowly, resulting in 
a fairly stable leveleof these substances in the plasma, 
determination of their clearances then being carried out. 


This was followed immediately by an intravenous” 


infusion of a 15% solution of purified serum albumin 
in 750 ml. of saline, starting at a rate of 30 drops per 
minute and gradually increasing to 120 drops per minute, 
lasting for 90 to 180 minutes, which raised the plasma 
albumin level slowly and steadily. During this period 
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8 to 15 samples of urine were collected at 12-minute 
intervals and 5 to 8 samples of venous blood taken 
without the use of a tourniquet and their protein content 
de'ermined electrophoretically. In the normal subject 
a |/near relationship exists between the rate of excretion 
of a protein and its concentration in the plasma, and 
from the slope of this curve its glomerular clearance, 
th eshold, and tubular maximal absorption (Tm,) may 
be deduced. From the clearance of protein and the 
ve ume of water filtered per minute the protein content 
in the glomerular filtrate may be calculated as a per- 
ce: tage of the plasma concentration. 

rhe two patients with pure nephrosis, one of whom 
he! several courses of treatment with ACTH (cortico- 
tr: phin) or prednisone and the other a single course of 


‘ATH, benefited clinically from the treatment, but the 


two with amyloidosis (one suffering from active pul- 
m nary tuberculosis and the other from an unspecified 
pu monary infection), who received prednisone only, did 
nc’. In the patients with nephrosis the effect of .hor- 
m ne treatment on renal function was to reduce the 
gi merular clearance of albumin and its relation to the 
p!.sma filtrate and to increase the Tm,. 

‘he authors’ observations appeared to reveal the 
ed stence of at least two different kinds of nephron in 
re pect of serum albumin threshold, with different 
re ponses to adrenal hormone treatment. Generally 
su-h treatment seems to raise the threshold for albumin 
ed-retion, possibly by stimulation of tubular reabsorp- 
ticn, though a reduction of glomerular hyperpermeability 
is »robable when a permanent cure results. 

L. H. Worth 


3:\J. Defects of Renal Tubular Function in the Nephrotic 
S.adrome. Observations on a Nephrotic Syndrome. 
O»servations on a Nephrotic Child with Aminoaciduria, 
G.ycosuria, Polyuria, Tubular Acidosis, and Potassium 
Depletion 

S. W. STANBURY and D. MACAULAY. Quarterly Journal 
0, Medicine [Quart. J. Med.| 26, 7-30, Jan., 1957. 
6 :igs., bibliography. 

In this paper from the University of Manchester the 
authors describe in some detail the course of the disease 
in a child with the nephrotic syndrome who was first 
scen at the age of 2 years 3 months and observed for 
the next 3 years, at which time a detailed metabolic 
study was made. Because of adequate observation in 
the early stages of the illness it was possible to define 
within fairly narrow limits the times of the successive 
onset of glycosuria, aminoaciduria, and hypokalaemic 
episodic paresis. 
episodic tetany, by dwarfism with osteoporosis, and 
failure to acidify and concentrate the urine normally. 
The development of potassium deficiency, probably as a 
result of treatment wit: cation-exchange resin, was 
associated with renal tubular dysfunction, and correction 
of the potassium depletion was followed by some 
improvement. 

It is pointed out that some of the methods used in the 
symptomatic treatment of oedema (use of resins and 
administration of cortisone or corticotrophin) are capable 


The illness was also attended by 
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of inducing potassium depletion, which may then aggra- 
vate the underlying renal lesion; this complication should 
be averted by giving potassium supplements, and if 
necessary treated by potassium repletion. Possible 
mechanisms underlying the various defects observed in 


this patient are discussed. 


[Much of the value of this paper lies in the detailed 
clinical and biochemical observations it contains, which 
cannot well be summarized; the long discussion, occupy- 
ing 7 pages, is also too detailed to lend itself to abstracting 
and should be consulted in the original paper.] 

D. A, K. Black 


391. Tobacco and Cancer of the Bladder. (Tabac et 
cancer de la vessie) 

P. F. DeNnorx and D. ScHwartz. Bulletin de I’ Associa- 
tion francaise pour [’étude du cancer (Bull. Ass. frang. 
Cancer| 43, 387-392, Oct.—Dec., 1956 [received April, 
1957]. 4 refs. 


During an investigation into the relationship between 
smoking and lung cancer undertaken jointly by the In- 
stitut National d’Hygiéne and the French tobacco in- 
dustry data were also collected from patients with other 
types of cancer, including 60 men with cancer of the 
bladder, and in view of recent evidence suggesting that 
cancer of the bladder may also be related to smoking 
(Lilienfeld et al., A.M.A. Arch. intern. Med., 1956,98, 129; 
Abstracts of World Medicine, 1957, 21, 115) these data 
have been examined separately. The design of the in- 
vestigation was such that the patients with lung cancer 
were matched by four groups of control subjects— 
patients with cancer of the upper respiratory and digestive 
tracts (down to and including the stomach), patients with 
other types of cancer, patients with diseases other than 
cancer, and patients admitted to hospital with accidental 
injuries. The patients in these 5 groups were individually 
fnatched in respect of sex, age group, hospital, time, 
and interviewer. The 60 men with bladder cancer who 
were interviewed may therefore be compared with 4 
similarly matched groups of 60 men suffering from 
other diseases. 

The results, given below, show a relationship between 
cigarette smoking and bladder cancer which is, however, 
less marked than the relationship with lung cancer. 


Average 

Cigarette | Daily Con- 

Smokers — Who In- 

| cigarettes | hale (%) 
Lungcancer .. 98 20-7 51 

Upper respiratory and 

igestive tract cancer - 93 13-8 54 
Bladder cancer ~ 15-1 
Non-cancer disease .. 87 11-7 37 
Accidents 88 12-1 38 


The smoking habits of patients’ with cancer of sites 
other than the lung, upper respiratory and digestive 
tract, and bladder were similar to those of the control 
subjects without cancer. Richard Doll 
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392. Regulation of Salt Metabolism after Hypophy- 
sectomy in Man 

J. P. MACLEAN, M. B. Lipsett, M. C. Li, C. D. West, 
and O. H. Pearson. Journal of Clinical Endocrinology 
and Metabolism [J. clin. Endocr.) 17, 346-355, March, 
1957. 3 figs., 22 refs. 


In the study of salt metabolism in the absence of the 
pituitary gland, here described from the Sloan-Kettering 
Institute for Cancer Research, New York, balance 
studies for sodium)» potassium, calcium, phosphorus, 
chloride, and nitrogen were carried out on 9 patients 
who had undergone hypophysectomy for metastatic 
cancer during periods of up to one year after operation. 
The patients were receiving steroid and thyroid replace- 
ment therapy and all had mild diabetes insipidus. 

Restriction of salt intake produced no abnormal 
changes in the balance studies for any of the components 
investigated, and in particular adjustment to sodium 
balance was well within normal limits in all the patients. 
Sodium balance was also well maintained on high and 
low potassium intakes, indicating that variation in intake 
of potassium or the sodium:potassium ratio does not 
affect the secretion of aldosterone. Also, withdrawal of 
cortisone in 2 cases did not disturb the sodium balance. 
It is therefore concluded that sodium conservation is 
independent of pituitary control, and that disturbances 
in such conservation seen in the Cutler-Power—Wilder 
test in hypophysectomized patients are explicable, at 
least in part, in terms of the water intoxication -which 
may be present during this test. Such intoxication was 
excluded by the conditions under which this study was 
carried out. F. W. Chattaway 


393. Adrenal Function after Hypophysectomy in Man 
M. B. Lipsett, C. D. West, J. P. MACLEAN, and O. H. 
PEARSON. Journal of Clinical Endocrinology and Meta- 
bolism [J. clin. Endocr. 17, 356-363, March, 1957. 
1 fig., 14 refs. 


In this study reported from the Sloan-Kettering In- 
stitute, New York, comparison of the clinical effects of 
withdrawal of cortisone or ACTH (corticotrophin) in 
hypophysectomized patients with those in similar studies 
in adrenalectomized patients showed that the resulting 
adrenal insufficiency appeared to be milder in the former 
group than in the latter. Evidence is presented in terms 
of gonadotrophin and thyroid activity, and post-mortem 
examination in 3 cases confirmed, that in the former 
group hypophysectomy was complete. Administration 
of aldosterone did not modify the adrenal insufficiency 
and the presence of diabetes insipidus was not a contri- 
buting factor to the occurrence of the milder steroid 
withdrawal symptoms. Other possible explanations are 
briefly discussed. The withdrawal of steroids provoked 


hyponatraemia in the adrenalectomized patients, but this 
was not found in the hypophysectomized patients in 
whom, as stated, diabetes insipidus was also present. 

F. W. Chattaway 


394. Further Studies of Diabetes Insipidus following 
Hypophysectomy in Man 

M. B. Lipsett and O. H. PEARSON. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.| 49, 190-199, 
Feb., 1957. 6 figs., 21 refs. 


From the Sloan-Kettering Institute (Cornell Univer- 
sity), New York, the authors describe the investigation of 
water metabolism in 24 patients who had undergone 
total.-hypophysectomy for palliation of metastatic cancer 
and were being maintained postoperatively with corti- 
sone acetate in doses of 37-5 to 50 mg. daily. A de 
hydration test was employed which entailed the with- 
holding of food and fluids for a period of 10 hours; 
during this time the patients were in bed and no warning 
was given before starting the test, so that intentional water 
loading was avoided. At the end of the test~the first 
5 ml. of fresh urine was collected by catheter and plasma 
and urine osmotic pressures estimated. A control group 
consisted of patients admitted for other forms of surgical. 
treatment and values were also available for some of the 
patients before hypophysectomy. 

The average osmolar concentration of the urine (for 
3 and 10 24-hour collections) in the hypophysectomized 
patients was lower than that in the control group, there 
being little overlap between the two groups; the urinary 
concentration in. many of the hypophysectomized 
patients was between 250 and 350 mOsm. per litre, 
corresponding with a specific gravity of between 1-008 
and 1-012. The plasma osmotic pressure did not differ 
between the two groups. After dehydration for 10 hours 
the mean plasma osmolarity in 10 control cases was 
283 mOsm. per litre, and in 15 post-hypophysectomy 
patients it was 289 mOsm. per litre, the difference between 
the standard error of the means (1-5) indicating that the 
values were significantly different. Many of the hypo- 
physectomized patients excreted urine which was hyper- 
tonic to plasma under the stress of moderate dehydration. 
In 3 cases comparison of dehydration test results before 
and after hypophysectomy showed increased plasma and 
decreased urine osmolarity after operation. In regard to 
the reproducibility of the response to dehydration serial 
tests on 6 patients showed only a moderate variation in 
the results. In discussing their findings the authors 
emphasize that anorexia and changes in the glomerular 
filtration rate may affect the rate of secretion of urine 
after hypophysectomy and that changes in the 24-hour 
urinary volume may not depend entirely upon a lack of 
antidiuretic hormone. They state that in these cases 
diabetes insipidus may vary greatly in its severity and may 
be present without causing marked polyuria. They claim 
that the measurement of the urinary concentration after 
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dehydration is a more reliable aid to diagnosis than the 
measurement of the 24-hour urinary volume. ; 
Charles Rolland 


THYROID GLAND 


395. Results Obtained in Finland with Long-term Treat- 
ment of Thyrotoxicosis with Thyrostatic Drugs 

C. A. HERNBERG and B. A. LAMBERG. Acta endocrino- 
lozica [Acta endocr. (Kbh.)] 24, 263-270, March, 1957. 
27 refs. 


Numerous published studies have reported the results 
c! the long-term treatment of thyrotoxicosis with thyro- 
static drugs. This communication from the Maria 


Hospital and University of Helsinki records the results 


o>tained in Finland since 1951 in a series of 85 patients, 
72 women and 13 men, suffering from thyrotoxicosis who 
wore treated with propylthiouracil (20 cases), “‘ mercazol” 
(methimazole; 8 cases), or “‘ neomercazol ” (carbimazole; 
§ 7 cases) over periods varying between 6 and 54 months; 
ii, 76 cases potassium iodide was also administered. The 
i ‘tial daily doses were, for propylthiouracil 300 or 
4)0 mg., for methimazole or carbimazole 30 mg., and for 
| otassium iodide 30 drops of a 5% solution. As symp- 
t. ms subsided the dosage was gradually reduced, in some 
cases to as little as one-sixth of the initial dose. A result 
was considered “* good ” if (1) remission persisted when 
tuerapy was discontinued, or (2) improvement was 
maintained on one-sixth of the initial dose. It was con- 
sidered “‘ poor” if signs of thyrotoxicosis did not sub- 
side or if they recurred during treatment. 

By these definitions, and omitting 4 cases in which the 
treatment did not produce even a primary reaction, a 
cood long-term (at least 6 months) result was obtained in 
only 45 (56°) of the remaining 81 patients and only 21 
patients (25°%) remained in remission after cessation of 
treatment. Noting that these results are less good than 
many of those already published, the authors point out 
that this is probably due to the high proportion of cases 
of nodular goitre in their series, and that if patients with 
diffuse goitre are considered alone, remission persisted in 
738%. In Finland toxic nodular goitre is prevalent and is 
relatively resistant to treatment with thyrostatic drugs, 
while the rate of recurrence is considerable. They con- 
clude that this type of treatment is suitable mainly in 
cases of mild thyrotoxicosis with a small diffuse goitre. 

Kenneth Stone 


396. The Use of Radioactive Iodine in the Early Diag- 
nosis of Thyrotoxicosis. 
B paHHeH WHarHOCTHKE THPECOTOKCHKOSOB) 

E. A. and N. A. SHTEGEMAN. /7podsemoi 
u [Probl. Endokr. 
Gormonoter.] 3, 35-43, No. 1, Jan.—Feb., 1957. 2 figs., 
11 refs. 


In a study undertaken at the All-Union Soviet Institute 
of Experimental Endocrinology, Moscow, in order to 
assess the value of tests of thyroid function with radio- 
active iodine (13!]) in the diagnostic differentiation be- 
tween masked cases of early thyrotoxicosis and cases 


due to psychoneurosis, a total of 443 patients ranging 
in age from 17 to 72 years were examined. Of these, 
102 acted as normal controls, 30 were suffering from 
euthyroid goitre, 39 from mild thyrotoxicosis, 62 from 
severe thyrotoxicosis, 30 from myxoedema, and the 
remaining 180 were tested in order to differentiate 
between symptoms due to hyperfunction of the thyroid 
gland and those due to neurosis. ‘131I was given to the 
fasting patient in doses of 1 to 2 uc., subsequent uptake 
by the thyroid gland being measured in all cases 2, 4, 
and 24 hours after administration. 

The authors present the numerical details of their 
results for all groups. In the group of 180 patients in 
whom the clinical diagnosis was not clear the tests showed 
that 54 of the patients had a high iodine uptake. It 


.was considered that these patients were suffering from a 


masked form of thyrotoxicosis, for which they were 
appropriately treated, whereas the others were thought 
to be sufféring from a neurotic syndrome. Taking all 
the results into consideration the authors conclude that 
for the early diagnosis of hyperthyroid states measure- 
ment of the uptake of 1311 2 hours after administration 
is of most value, while for the diagnosis of hypothyroidism 
the uptake at 24 hours or even later is of more importance. 
They also found that in the majority of patients with 
severe thyrotoxicosis the maximum uptake occurred 
between the 2nd and 7th hour after administration; but 
that there was no direct correspondence between the 
amount of 131] taken up and the severity of the clinical 
picture. : Marcel Malden 


397. The-Half-time of Daily Uptake as a New Indicator 
in the Analysis of the Uptake of Radioactive Iodine by the 
Thyroid Gland in Normal and Pathological Conditions. 
(Tlonynepwom cyTouHoro HaKONJIeHHA KaK 
MOKasaTenb KPHBbIX HAKOMJICHHA 
AKTHBHOPO B LIMTOBHAHOM B HOpMe MaTO 
if 
V. P. D¥skin. Sxdoxpuxonoeuu u Topmo- 
Homepanuu [Probl. Endokr. Gormonoter.] 3, 44-49, 
No. 1, Jan.—Feb., 1957. 2 figs., 13 refs. 


In view of the acknowledged overlap of values for the 
24-hour uptake of radioactive iodine (131I)‘as between 
normal and abnormal subjects, and also of the inherent 
difficulties of the currently accepted methods, the author 
set out to evolve a new qualitative indicator for the 
assessment of 131]-uptake curves, his aim being to devise 
a method that would be reliable, would not require 
admission of the patient to hospital, and would be 
sufficiently simple to be used in out-patient clinics. 

In studies carried out at the Medical Stomatological 
Institute, Kharkov, therefore, 1 to 1-5 yc. of 1311 was 
given to fasting out-patients in the morning, the thyroid 
iodine uptake being then estimated hourly for 6 hours, 
after which the patient was allowed to go home; next 
morning on his return the total 24-hour uptake was 
determined. On the basis of previous studies it was 
assumed that for practical purposes the maximum uptake 
of iodine occurs 24 hours after administration and that 
half of this maximum value is reached some time during 
the first 6 hours of the test. On this assumption a graph 


| 
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was constructed in which the amount of iodine taken up, 
expressed as a percentage of the administered dose, was 
plotted against time. By interpolation it could then be 
determined how many minutes after administration of 
131] the uptake of the isotope reaches half its 24-hour 
(or maximum) value; this is the “* half-time ” of the daily 
uptake. The author found that in 30 hyperthyroid 
patients this half-time varied from 25 to 85 minutes, 
whereas in 50 control subjects without thyroid disease 
it varied from 175 to 315 minutes. Marcel Malden 


398. Aspects of the Radioiodine Treatment of Thyroid 
Carcinoma 

K. E. HALNAN and E. E. Pocuin. Metabolism [Meta- 
bolism] 6, 49-62, Jan., 1957. 4 figs., 17 refs. 


Up to the end of 1955 the authors had seen 123 patients 
with cancer of the thyroid gland with a view to treatment 
with radioactive iodine (1311), 93 being selected for such 
treatment. In this paper from University College 
Hospital Medical School, London, they discuss changes 
in the blood picture in relation to treatment with 131] in 
65 patients, and conclude that a progressive depression of 
the haematopoietic system is uncommon when individual 
doses do not exceed 150 mc. and are given at intervals of 
two or more months, even when the total dosage exceeds 
1,500 mc. In 18 patients the leucocyte count fell below 
3,500 per c. mm. In 14 of these the leucopenia was 
transient; the remaining 4 had bony metastases and had 
received external radiation therapy.: The authors con- 
sider, therefore, that in patients with bony metastases 
palliative treatment only should be attempted, but in 
others treatment should aim at destruction of all iodine- 
concentrating tissue. 

Methods of determining the presence and extent of 
iodine-concentrating tumour tissue by gamma-ray count- 
ing over the affected area, by the rate of change of 
plasma protein-bound 131] content, and by the rate of 
urinary 131I excretion are discussed, all three methods 
being considered to serve useful functions. 

Finally, a comparison of the authors’ results with those 
reported by others and with a control series showed a 
considerable improvement in the rate of survival over a 
5-year period. “ A. C. Crooke 


399. Simplified Radioactive Iodine Therapy 
A. G. MACGREGOR. British Medical Journal (Brit. med. 
J.) 1, 492-495, March 2, 1957. 1 fig., 17 refs. 


The methods now commonly used in the treatment of 
thyrotoxicosis with radioactive iodine (1311) depend upon 
complicated measurements and calculations. These in- 
volve certain assumptions which the present author dis- 
cusses critically, pointing out that: (1) the dose of 
radiation is not distributed evenly throughout the gland; 
(2) there is no method which provides reliable estimates 
of gland mass; (3) the biological half-life of the 131] given 
in the tracer investigation, from which the therapeutic 
dose is calculated, is often different from that of the 131] 
given in this therapeutic dose; and (4) the radiosensi- 
tivity of thyroid tissue varies from patient to patient. 
Because of these inevitable inaccuracies, the meticulous 
calculations involved in the present techniques are not, 


in his view, justified. The cautious use of repeated small 
doses of 131] enables hyperthyroidism to be controlled 
without much risk of myxoedema developing, but this 
method will, in many cases, lead to an undesirable and 
possibly dangerous delay before control is achieved. 

Working at the University of Edinburgh, the author 
has based his treatment on a simple clinical assessment— 
thus a dose of 4 mc. was given to patients in whom the 
thyroid was impalpable and 5 or 6 mc. to those with 
minimal goitres, and so on. Larger doses were given if 
the goitre was nodular or if, as in thyrotoxic heart 
disease, the need rapidly to control symptoms was a 
more important factor than the risk of producing hypo- 
thyroidism. The largest dose given in the author’s 
series of 150 consecutive patients was 15 mc. to a patient 
with a large nodular gland. In the majority of instances 
treatment was on an out-patient basis, the expense in- 
volved being solely that of the 131I, an average dose of 
which cost less than £2. The author considers that a 
preliminary tracer investigation should always be carried 
out to confirm that the uptake of 13!I by the thyroid 
gland is high. Of the 150 patients, 48 required more than 
one treatment, and this was usually given if there had 
been no clinical improvement 6 to 10 weeks after ad- 
ministration of the initial dose. Follow-up examination 
at least a year after treatment showed that 87% of the 
patients had become euthyroid, 11°% hypothyroid, and 
2% either required further treatment or had died while 
still thyrotoxic. These results are almost identical with 
those obtained by Blomfield et al. (Brit. med. J., 1955, 2, 
1223; Abstracts of World Medicine, 1956, 20, 45), who 
used one of the conventional techniques requiring more 
extensive facilities in equipment and staff. 

H.-J. B. Galbraith 


400. Pain Syndrome Occurring with Goitre. (Bonesoi 
CHHEpoM 306€) 


_B. V. ANIKANDROV. J7podaemet u 


Topmonomepanuu [Probl. Endokr. Gormonoter.] 3, 83- 
84, No. 1, Jan.—Feb., 1957. 


Having found no previous similar cases described in 
the literature, the author presents in detail the clinical 
findings in 2 cases under treatment for goitre at the 
Kuibishevy Medical Institute. The first patient, a man 
aged 41, complained of severe burning pains in the 
right arm, these being most marked in the wrist and 
hand and radiating to the elbow. They were made 
worse by deep inspiration and by pressure on the right 
half of the nodular goitre which was present, and were 
such as to disturb his sleep and also prevent him from 
working. The goitre had retrosternal extension, and 


there were signs of mild thyrotoxicosis. As conservative _ 


treatment gave no relief of pain thyroidectomy was 
performed and this relieved the pain completely and 
permanently. 

The second patient, a woman of 49, complained of 
recurrent, “‘ tightening ’’, precordial pain radiating into 
the left shoulder and scapula; she had signs of mild 
thyrotoxicosis and also of generalized weakness. A 
nodular goitre with retrosternal extension was present. 
The patient was originally thought to be suffering from 
myocardial infarction, but the electrocardiogram was 
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nermal. Local left vago-sympathetic block was per- 
formed; as this relieved the pain within 30 minutes it 
appeared probable that the pain had been due to local 
pressure by the goitre. Thyroidectomy was therefore 
performed and after this operation the pain disappeared 
permanently. It seems clear that mechanical factors 
were the main cause of the pain in these patients. 
Marcel Malden 


4.1. Dwarfism Due to Masked Hypothyroidism. (Les 
n nismes par hypothyroidie fruste) 

M. TusBiANa, and J. BRIZARD. 
S maine des hépitaux de Paris [Sem. Hép. Paris] 33, 454- 
4.4, Feb. 6, 1957. 8 figs., bibliography. 


_ From the H6pital Saint-Louis, Paris, 9 cases of 
d varfism are described in children aged 64 to 13 years; 
h: pothyroidism was established in 6 of them, and was 
si spected but not proven in the other 3. The height-age 
re.ationship was retarded by 2 to 4 years or mores The 
lek of normal growth had been first noticed after the 
a e of 3 years and the degree of stunting had progressed 
fim year to year. Signs of myxoedema were absent or 
ninimal, and none of the children had goitre. Intel- 
lcctual retardation was present in only one case. The 
e| ctroencephalogram was normal in 3 cases, was 
ii antile in type in one case, and showed evidence of 
e ilepsy in another case. Bone age was retarded in all 


c: ses, to the extent of 3 to 6 years in 7 of the patients, 


e degree of retardation being correlated with the 
degree of stunting of growth. In conformity with other 
vorkers the authors regard a delayed bone age as 
ir dispensable to the diagnosis of hypothyroidism. The 
c.aracteristic epiphysial dysgenesis was present, how- 
ever, in only 2 cases. 

Biochemical studies showed that the serum cholesterol 
level exceeded 300 mg. per 100 ml. in only 3 cases; in 2 
o: these it was reduced by treatment with thyroid extract. 
The basal metabolic rate, always difficult to interpret in 
children and particularly so in the presence of dwarfism, 
give little useful information. The uptake of radio- 
active iodine by the thyroid gland was less than 10% at 
24 hours in 4 cases, and less than 20% in 4 others. The 
injection of 100-units of thyroid stimulating hormone 
(T.S.H.) daily for 4 to 10 days increased the iodine 
uptake in 3 cases but not in a 4th. In the one case in 
which the urinary excretion of T.S.H. was measured the 
output was less than 5 yg. in 24 hours (normal range 
5 to 20;g.). The authors emphasize that only by a 
combination of several different tests can the diagnosis 
of hypothyroidism be established—and even then the 
therapeutic response to administration of thyroid is the 
only final proof. 

Thyroid extract was given in 7 cases in doses of } to 
1} grain (50 to 100 mg.) increasing to 3 to 44 grains 
(200 to 300 mg.) in the older children (aged 9 to 14). 
In 6 of the cases a low-normal height for the child’s age 
was reached from the 3rd year of treatment and the bone 
age was brought up to the chronol@gical age in one to 
4 years. In 2 further cases treatment has not been 
continued for long enough to enable the response to be 
assessed; the 9th child died [cause unstated] during the 
period of observation. Robert de Mowbray — 


402. Lymphadenoid Goitre (Hashimoto’s Disease). Dia- 
gnostic and Biochemical Aspects 

D. Donracu and R. V. Hupson, British Medical Journal 
peters J.] 1, 672-678, March 23, 1957. 5 figs., 
24 refs 


At the Middlesex Hospital, London, the authors have 
studied 28 cases (26 in women, 2 in men) of lymphade- 
noid goitre (Hashimoto’s disease) with particular re- 
ference to various types of response to tests with 
radioactive iodine (1311) and to changes in the serum 
protein pattern. 

Measurement of the 24-hour 131] uptake in the whole | 
group tended to give normal or high values, the readings 
varying between 19% and 73%, and 25°% being over 60% ° 
of the dose. There was no correlation between either the 
131] uptake or the basal metabolic rate and the size of the 
goitre. In 4 patients tested the biological half-life of 
the !31] taken up by the thyroid gland was short, varying 
between 2-8 and 12 days, and the 48-hour plasma radio- 
activity was high (0-32 to 0-41°% of the dose per litre), 
these results suggesting that there is a small thyroidal 
iodine poo! in this condition. Some evidence of de- 
ficient protein binding was shown by a fall of 22°% in the 
131] uptake which occurred in 30 minutes after the ad- 


ministration of 400-mg. of potassium perchlorate to one 


of the patients. This drug had no such effect on normal 
or on thyrotoxic subjects. In one case of lymphadenoid 
goitre, in which direct examination of the gland was made 
using combined isotope and chromatographic techniques, 
48 hours after the administration of 800 juc. of 1311 it was 
shown that only 12°%% of the total iodine was stored as 
thyroxine, which was about half the amount found in a 
normal gland. 

Liver function tests and differential serum protein 
estimations were carried out on three groups of subjects: 
(1) 11 cases of Hashimoto’s disease; (2) 25 euthyroid and 
hyperthyroid subjects (21 with simple non-toxic goitre 
and 4 with untreated Graves’s disease); and (3) 8 cases 
of primary or secondary myxoedema. In Group 1 a rise 
in the serum level of gamma globulins was found, 2-13 g. 
per 100 ml. (29-3°%% of the total protein content) being the 
mean value; in some cases the rise in gamma-globulin 
level was still present after 24 years of thyroid medication. 
The most striking changes in electrophoretic pattern were 
associated with the larger goitres. The thymol, colloidal 
gold, and zinc sulphate turbidity tests usually gave con- _ 
cordant results except that in a few instances the results 
with colloidal gold disagreed with those of the other 
flocculation reactions and with the. electrophoretic pat- 
tern. No upset of the gamma-globulin level was noted 
in the other groups, although in some cases of myxoe- 
dema the beta-globulin fraction was increased when a 
high serum lipid level was present. The flocculation 
reactions were similarly normal in most cases. 

Serum protein studies carried out on 25 patients with 
Hashimoto’s disease who had been subjected to thyroid- — 
ectomy 6 months to 22 years previously showed that © 
normal gamma-globulin values existed in most cases, and 
clear proof of a change from high preoperative to normal 
postoperative values was obtained in 2 patients. The 
authors consider that the fall in the serum gamma- 
globulin content in these cases resulted from the removal 


of the goitre and not from the correction of any thyroid 
deficiency. They postulate that the increase in serum 
gamma-globulin level in this disease represents an im- 
mune response to an antigen released by the goitre, and 
they claim to have demonstrated that the serum of 
patients with Hashimoto’s disease contains a precipitat- 
ing autoantibody which reacts specifically with human 
thyroglobulin. D. G. Adamson 


403. Paget’s Disease of Bone Associated with Hashi- 
moto’s Struma Lymphomatosa. A Clue to the Patho- 
genesis of Paget’s Disease? 

R. W. Luxton. Lancet [Lancet] 1, 441-443, March 2, 
1957. 4 refs. 


Radiological examination of the bones of 35 patients 
with struma lymphomatosa (Hashimoto’s disease) re- 
vealed that 7 had Paget’s disease. The diagnosis of 
Hashimoto’s disease was confirmed in all cases on histo- 
logical examination of thyroid tissue obtained at biopsy 
and the diagnosis of Paget’s disease in 2 cases on bone 
biopsy. Brief reports of the 7 cases are given. The in- 
cidence of Paget’s disease in the general population has 
been estimated radiologically at 2-4°% and from necropsy 
findings at about 3%. On the basis of these figures the 
incidence of Paget’s disease in patients with struma 
lymphomatosa is considered to be highly significant. 
Paget’s disease preceded the thyroid disease in 3 patients 
and followed it in 4. The author does not advance any 
reasons for the association of these two diseases or any 
views on a common aetiology. J. N. Harris-Jones 


404. Small-cell Malignant Lesions of the Thyroid Gland 
A. J. WALT, L. B. WooLner, and B. M. Black. Journal 
of Clinical Endocrinology and Metabolism [J. clin. 
Endocr.) 17, 45-60, Jan., 1957. 3 figs., 12 refs. ; 


There is a wide difference of opinion on the prognosis 
in cases of small-cell malignant lesions of the thyroid. In 
an attempt to elucidate any special histological or prog- 
nostic features the authors reviewed all cases of malig- 
nant neoplasm of the thyroid gland seen at the Mayo 
Clinic between 1929 and 1954 inclusive. Cases of small- 
cell type tumours numbered 30, including 18 of malignant 
lymphomata (either lymphosarcoma or reticulum-cell 
sarcoma) and 12 of small-cell carcinoma. In both of the 
groups females predominated [a consistent finding in 
other published series of cases], but the sex difference 
was not so marked in the group with malignant lympho- 
mata (5 males and 13 females) as in the group with small- 
cell carcinoma (2 males and 10 females). Only 2 patients 
were under 40 years of age. 

The authors emphasize the importance of accurate 
histological diagnosis, since the analysis showed that the 
prognosis in cases of primary malignant lymphomata 


_was much better than in cases of small-cell malignant 


lesions. In support of this claim they cite 6 patients in 
their series with malignant lymphomata who survived for 
4 or more years after operation. On the other hand, the 
average survival time of the patients with small-cell 
carcinoma of the thyroid was only 9 months, and all 
were dead 2 to 19 months after first being seen. Unequi- 
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vocal struma lymphomatosa (Hashimoto’s disease) was 
present in 2 of the 18 cases of malignant lymphomata, 
The authors point out that of 13,000 glands resected for 
goitre between 1940 and 1954, 160. were affected with 


' struma lymphomatosa, an incidence of 1-2°%. 


They consider that the best treatment in cases of 
malignant lymphoma is adequate resection, which should 
be carried out even when the tumour has infiltrated 
surrounding structures, followed by irradiation. 

D. G. Adamson 


ADRENAL GLANDS 


405. Thirty-minute Screening Test for Phaeochromo- 
cytoma 

D. Hincerty. Lancet [Lancet] 1, 766-767, April 13, 
1957. 13 refs. 


The urinary excretion of catechol amines is the most 
reliable factor in the diagnosis of phaeochromocytoma, 
but the various methods of estimating this are generally 
outside the scope of most hospital laboratories. In this 
paper from University College, Dublin, a simple screen- 
ing test is described, based upon the production of flu- 
orescence with ferricyanide. The catechol amines in an 
aliquot of a 24-hour sample of urine are adsorbed on to 
aluminium oxide in an alkaline solution. The amines 
are then eluted with sulphuric acid. Sodium bicarbonate 
and potassium ferricyanide are added to an aliquot of 


the eluate, and after 2 minutes sodium hydroxide and’ 


ascorbic acid are also added. After centrifuging, the 
supernatant liquid is poured into a flat-bottomed con- 
tainer and examined under ultraviolet light. A rough 


estimate of the amount of catechol amines present in a - 


test specimen of urine can be made by comparing it with 
a series of standard solutions. The difference between 
the quantity of catechol amines in the urine of healthy 
individuals and that in the urine of patients suffering 
from phaeochromocytoma is usually gross and easily de- 
tected by the method described. P. A. Nasmyth 


406. Diagnosis and Treatment of Hyperplasia and 
Adenomas of the Adrenal Glands. [In English] 


E. Dant-Iversen. Acta endocrinologica [Acta endocr. 


(Kbh.)] 24, 123-134, Feb., 1957. 9 figs., 4 refs. 


In this paper from the University Hospital, Copen- 
hagen, the author reviews, with emphasis on surgical 
treatment, the three main diseases of the adrenal glands, 
as manifested by Cushing’s syndrome, the adrenogenital 
syndrome (pubertas praecox), and phaeochromocytoma, 
and stresses that the symptoms in these conditions may 
be very variable. Useful diagnostic procedures are 
intravenous pyelography, precoccygeal retroperitoneal 
pneumography, and aortography, these being of value 
in all the three types of disease, while determination of 
17-ketosteroid excretion both before and after adminis- 
tration of cortisone is useful for the cortical lesions, and 
the benzodioxane and “ regitine ’’ tests and estimation 
of the adrenaline affd noradrenaline levels in the blood 
and urine for diagnosis of phaeochromocytoma. 

The availability of cortisone has made operations on 
the adrenal glands safer. The author gives 200 mg. 
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daily from the 2nd day before operation to the 8th day 
postoperatively, with 400 mg. on the day of operation. 
During operations for phaeochromocytoma he gives 
benzodioxane or regitine, and then, for a short time post- 
operatively, noradrenaline. For Cushing’s disease he 
first removes three-quarters of the adrenal gland on one 
side and 2 weeks later three-quarters of the opposite 
gi ind. In his experience pubertas praecox due to hyper- 
pi: asia Of the glands should not be treated surgically, 
sirce usually the child will outgrow the disease. Treat- 


. ment with cortisone may influence the condition. 


Of 14 patients operated on for Cushing’s disease due 
to hyperplasia of the adrenal glands, one died of a stroke 
and 4 are completely well after one to 2 years; of 6 who 
have been followed up for 3 to 4 years, 3 are normal 


‘and 3 almost normal, while the remaining 3, followed 


up for only 3 to 6 months so far, are all considerably 
in proved. Now that cortisone is freely available he 
proposes in future to remove 90% of the adrenal tissue 
in such cases. A. Gordon Beckett 
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4:7. Morphological Indications of the Mode of Action of 
Cral Antidiabetic Drugs. (Morphologische Befunde 
Wirkungsweise oraler Antidiabetica) 

J. Kracut, C. von Hort, and L. von Hort. Endo- 
ki :nologie [Endokrinologie] 34, 129-146, March, 1957. 

10 figs., bibliography. 

In a study of the mode of action of sulphonylurea com- 
pounds on the blood sugar level the authors, working at 
the University of Hamburg, examined the morphological 
changes in the pancreas and other organs of the rat after 
the administration of carbutamide orally or intraperi- 
toneally. The animals were killed after receiving 
quantities ranging from a single dose to 7 months’ daily 
acministration. 

Within 4 hours after a single dose there was some loss 
of granularity of the beta cells which became more 
obvious after 12 to 24 hours. At this time there was also 
some swelling of the cell nucleus. Daily administration 
for up to 4 months exaggerated these changes consider- 
ably, so that there was complete loss of granularity and 
very considerable increase in nuclear size. These changes, 
together with hyperplasia of the islet tissue and an 
increased mitotic rate in the islet cells are regarded as pro- 
viding strong evidence that these drugs exert their hypo- 
glycaemic action’ by stimulating beta-cell activity. More 
prolonged treatment produced hydropic degeneration of 
the beta cells and diminution of nuclear volume. The 
authors suggest that these changes are compatible with 
exhaustion of the beta cells and they point out that this 
change occurs more rapidly in some species (for example, 
the dog) and may constitute a danger of prolonged 
therapy. Morphological changes in the alpha cells occur 
only after prolonged therapy and it is therefore unlikely 
that the sulphonylureas act by depressing glucagon 
secretion. Histological changes in the liver, thyroid, 
anterior pituitary, and adrenal glands, and testes are 
also described. Robert Mahler 
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408. The Influence of the Antidiabetic Drug D680 on the 
Alpha Cells of the Islets of Langerhans. (Zur Frage der 
Beeinflussung der A-Zellen der Langerhansschen Inseln 
durch das Antidiabeticum D 680) 

R. Scumip and R. Endokrinologie [Endokrino- 
logie] 34, 155-161, March, 1957. 2 figs., 9 refs. 


At the Institute of Anatomy, Giessen, Germany, the 
authors studied the effect of large doses of tolbutamide. 
(“ D 860 ”’) on the volume of the nuclei of the alpha and 
beta cells in the islets of Langerhans in rats. The drug 
was administered for 8 days in a total dosage of 2 g. to 
one group of 5 animals and of 4 g. to another group of 12, 
a third group of 8 serving as controls. 

The mean volume of the nuclei of the beta cells, cal- 
culated from their diameter, was 95 cu. jz in the control 
group and was essentially the same in the other groups 
after administration of tolbutamide. The mean volume 
of the alpha-cell nucleus was 82-1 (+1-31) cu. p in the 
control group, and decreased to 73-78 (+0-77) cu. pw 
in the group receiving 2 g. and to 65-44 (0-71) cu. » 
in the group receiving 4 g. of tolbutamide. These 
differences were statistically significant (P<0-001). No 
conclusions regarding a change in the functional activity 
of the alpha cells can be drawn from these observations, 
but they suggest that in the elucidation of the hypo- 
glycaemic action of the sulphonylureas an effect on 
the islet-cell tissue must be considered possible. 

Robert Mahler 


409. Further Studies in Prediabetes 
W. P. U. Jackson and N. Wootr. Lancet [Lancet] 1, 
614-617, March 23, 1957. 17 figs., 12 refs. 


In this paper from the University of Cape Town a 
further study of prediabetes is reported, particularly the 
development of true diabetes in 10 patients, 6 of whom 
were included in the series of prediabetes described in an 
earlier paper (Brit. med. J., 1952, 2, 690; Abstracts of 
World Medicine, 1953, 13, 236). The authors also 
describe a study of the pancreas of stillborn infants. In 
every case in which the islets were hypertrophied the 
mother was found to be prediabetic, and in some cases 
true diabetes developed later. In none of the cases in 
which there was an obvious cause for the stillbirth was 
there hypertrophy of the islets. It also claimed that there 
may be onset of the diabetes at any time afte?’ the birth of 
a big baby. The infants of prediabetic women who pro- 
duce stillbirths are not necessarily large. There is a 
tendency for macroinfantia to persist in any.one mother . 
and for the birth weights to i with successive 
pregnancies. “ A. Gordon Beckett 


410. The Interpretation of the Intravenous Glucose 
Tolérance Test 

J. D. Batrp and L. J. P. DuNCAN. Clinical Science 
[Clin. Sci.] 16, 147-153, Feb., 1957. 2 figs., 10 refs. 


Observations are reported from the Department of 
Therapeutics, University of. Edinburgh, on 35 patients 
aged 45 to 73 suffering from mild diabetes and requiring 
moderate amounts of insulin and a stabilized diet to 
control glycosuria, who were given 1 to 1-5 g. of car- 
butamide (N;-sulphanilyl-N2-n-butylcarbamide) daily for 
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3 weeks. Insulin was withdrawn for a week before and 
during the period of carbutamide administration. One 
group of 10 patients were subjected to an oral glucose 
tolerance test during the ‘control period.and again 
between the Sth and 10th days of treatment, while 11 
patients were similarly subjected to intravenous glucose 
tolerance tests. Administration of carbutamide reduced 
the mean fasting blood sugar level from 220-3 (range 
142 to 332) mg. per 100 ml. to 122-6 (range 65 to 245) mg. 
per 100 ml., but failed to reduce significantly the mean 
daily rise in blood sugar level, the difference between 
fasting and evening levels during the control period being 
91-2 (range 40 to 160) mg. per 100 ml. and during the 
treatment period 93-9 (range 40 to 162) mg. per 100 ml. 
This suggested that it was unlikely that any change in 
glucose tolerance had occurred, and this conclusion was 
supported by the results of the oral glucose tolerance 
tests, the curves obtained during control and treatment 
periods being parallel. However, the difficulty of assess- 
ing the rate of cellular assimilation and the time of 
absorption of glucose into the blood has to be kept in 
mind. 

After intravenous glucose loading a statistically signifi-° 
cant difference between the responses in the two periods, 
suggestive of an increase in tolerance, was observed 
when the “total index’? was used as the measure of 


_glucose tolerance, but was not present when the “ in- 


crement index ’’ was used (the total index being based 
on the assumption that the rate of removal of glucose 
from the blood is proportional to the total blood glucose 
concentration, while the increment index is based on the 
assumption that the rate of removal is proportional to 
the concentration of glucose in the blood in excess of 
the fasting value). The latter index is, from the physio- 
logical point of view, more acceptable as a measure of 
glucose tolerance; moreover, it is accurately repro- 
ducible in any one person despite changes in the dose of 
glucose injected or alteration in the fasting blood sugar 
concentration. 

The authors suggest that the results obtained in 
these cases confirm the view that the increment index 
“* is, for clinical purposes, the best available measure of 
glucose tolerance ”’. L. H. Worth 


411. The Effect of Glucagon on the Blood Glucose Level 
and the Clinical State in the Presence of Marked Insulin 
Hypoglycemia 

J. L. SCHULMAN and S. E. GreBen. Journal of Clinical 
Investigation [J. clin. Invest.], 36, 74-80, Jan., 1957 
(Part I). 5 figs., 12 refs. 


The authors have investigated, at Johns Hopkins 
Hospital, Baltimore, the effect of glucagon on the blood 
glucose level and clinical state of 11 schizophrenic 
patients undergoing treatment by induction of insulin 
coma, during which glucagon was used to terminate 
141 comas produced by doses of insulin varying from 
60 to 2,000 units (mean 593 units). Glucagon was more 
effective when given intravenously than when injected 
intramuscularly or subcutaneously: thus of 97 comas 
in which intravenous glucagon was employed, all but 2 
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were terminated, whereas there were 3 failures out of 
22 when it was given intramuscularly ard 7 failures out 
of 22 when given subcutaneously. The patients awoke 
in an average time of 13-5 minutes after receiving glucagon 
intravenously, compared with 16-9 minutes in those 
given the hormone intramuscularly. Further, the average 
maximum rise in the blood sugar level in patients given 
glucagon intravenously was 33-6 mg. per 100 ml._at an 
average time of 25-2 minutes, compared with a mean of 
22:2 mg. per 100 ml. at 31-6 minutes in those given it by 
intramuscular injection. 


A study of a series of comas in these patients showed | 


that there was a wide variation in the dose of insulig 
required to produce comas of the same depth. It also 
became clinically evident that the effectiveness of a given 
dose of glucagon in terminating insulin coma depended 
not on the initial dose of insulin, but rather on the depth 
of the coma produced. During the treatment of any 
one patient it was found that larger doses of glucagon 
produced greater and more prolonged responses, 
although the sensitivity to glucagon appeared to increase 
only gradually. In the 5 patients investigated from this 
point of view the authors found that even when 10 times 
the standard dose of glucagon was given to patients in 
coma the response was less than that of the fasting patient 
to the standard dose. They conclude that glucagon, 
having no adverse effects, is a safe drug for the routine 
termination of insulin coma, but stress that rapid oral 
feeding of the patient after awakening -is essential. They 
point out that with intravenous glucagon there is not 
the risk of thrombophlebitis as with intravenous glucose, 


nor of inhalation of gastric content as with glucose tube- | 


feeding; also that excessive weight gain, which occurs in 
some of these patients, is less likely to occur when 
glucagon is used. A. Gordon Beckett 


412. A Long-term Evaluation of the Juvenile Diabetic 
T. H. Joos and J. A. JoHNsTON. Journal of Pediatrics 
[J. Pediat.] 50, 133-137, Feb., 1957. 2 figs., 16 refs. 


From the Henry Ford Hospital, Detroit, the authors 
report observations on 150 diabetics whose illness was 
diagnosed before the age of 15, 44 of whom were observed 
for periods exceeding 10 years. The authors consider 
that a controlled diet (protein 15°%, fat 50°%, and carbo- 
hydrate 35°% of caloric value) is preferable to a free 
diet in that it ensures adequate protein intake -and 
enables insulin dosage to be more accurately regulated, 
and that such a diet is best suited to prevent the develop- 
ment of complications, mainly those of a vascular 
type, such as albuminuria, retinopathy, Kimmelstiel— 
Wilson syndrome, and hypertension, but also neuro- 
pathy. 

Of the 44 diabetics who were under observation for 
more than 10 yeats, 26 presented signs of a vascular 
disorder, mainly retinopathy and albuminuria, the 
average time of the onset of the first evidence of any 
such complication being 11 years 8 months after the 
initial diagnosis. Of these 26 patients, control of the 
diabetes was classified in 6 as good, in 10 as intermediate, 
and in 10as poor. Of the other 18 patients, none was 
in the lowest category of control. L. H. Worth 
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The Rheumatic Diseases 


413. An Evaluation of the Serological Test Described by 
Steffen for the Investigation of Rheumatic Diseases (The 
An‘i-human-globulin Fixation Test), (Zur Frage der 
Ve: vertbarkeit des von Steffen beschriebenen serolo- 
giscien Testes zum Nachweis rheumatischer Erkran- 
kungen (AHG.-Ablenkungstest)) 

P. SPEISER, G. WIEDERMANN, D. MICKERTS, and W. 
Oss\DNIK. Wiener Zeitschrift fiir innere Medizin und 
ihre Grenzgebiete [Wien. Z. inn. Med.] 38, 72-79, Feb., 
1957. 2 figs., 13 refs. \ 


Il: has been claimed by Steffen (Schweiz. Z. allg. Path. 
Bai:t., 1955, 18, 287; Abstracts of World Medicine, 1956, 
19. 138) that an organ-specific antibody exists in the 
blood in rheumatic diseases which is demonstrable in 
vitr’ by its reaction with lyophilized human tissue cells 
in (he presence of a known amount of an anti-human- 
globulin serum (Coombs serum). The extent of the re- 
action can be determined by titrating the residue of 
Coombs serum against a mixture of human Rh-positive 
ery'hrocytes and incomplete Rh antibody. 

jhe present authors, working at the University of 
Vienna, have repeated this work, keeping closely to 
Ste: ‘en’s method and using skeletal muscle, heart muscle, 
or » mixture of skeletal muscle, heart muscle, and joint 
capsule as the source of the lyophilized cell substrate. A 
total of 163 tests were performed on 100 patients (48 with 
rheumatoid arthritis, 15 with acute rheumatic fever and 
carditis, 2 with subacute bacterial endocarditis, 2 with 
chronic rheumatic heart disease, and 33 without rheu- 
matic disease. Duplicate tests on the same specimen of 
blood in a number of cases showed poor reproducibility 
despite strict precautions to standardize the reagents. 
The results are reported in terms of the highest and the 
lowest titres obtained, together with an extensive statis- 
tical analysis. Although there was a significant trend 
towards a higher consumption of Coombs serum in the 
test when performed with blood from rheumatic subjects, 
the authors found that the test failed to distinguish 
correctly between rheumatic and non-rheumatic subjects 
in from 30% to 38% of cases, depending on the definition 
adopted for a positive result. [The authors do not dis- 
tinguish between the various rheumatic diseases studied.] 

Allan St. J. Dixon 


414. Effect of Prolonged Steroid Therapy for Rheumatic 
Fever on the Exchangeable Potassium Content and Body 
Weight - 

J. K. ArkAWA. Circulation [Circulation (N. 15, 225- 
230, Feb., 1957. 1 fig., 9 refs. 


The results are reported of an investigation carried out 
at the University of Colorado, Denver, into the changes in 
body weight and exchangeable potassium ion content in 
13 children aged 5 to 15 years with acute rheumatic fever 
who were receiving large doses of cortisone or cortico- 
trophin (ACTH)_(5-5 to 9-4 mg. per kg. body weight 
daily). The duration of treatment ranged from 57 to 
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124 days. All the patients were having a regular hospital 
diet with supplementary food on demand, and received 
in addition 2 to 3 g. of potassium chloride or citrate daily. 
In 8 of the patients clinical signs of hyperadrenalism de- 
veloped. There was an increase in body weight of at 
least 10°% in 12 patients, the gain being more than 20% 
in 7 of them. In spite of some variability, the general 
tendency was for the gain in weight to be progressive. 
After intravenous injection of a solution containing 
1:5 pc. of radioactive potassium (42K) per kg. body 
weight the 42K content of all specimens of urine voided 
during the following 20 hours was measured. The data 
thus obtained were used to calculate the exchangeable 
potassium ion content per kg. body weight. This value 
fell consistently in all cases with signs of hyperadrenalism 
by at least 5 mEq. per kg. body weight. There was, 
however, no consistent pattern in the value for total 
body potassium, although the serum potassium con- 
centration was within normal limits in all cases and the 
serum sodium level in all except 2. 

From these results the author suggests that the in- 
crease in body weight cannot be accounted for by 
sodium and water retention or by increase in muscle 
content, and that it may be due in part to a rise in the 
total fat content of the body. H. F. Reichenfeld 


415. Immunologic Reactivity in Rheumatic Fever. Re- 
sponse of Agglutinins and Incomplete Antibodies to a 
Single Antigenic Impulse in Ten-year-old Children. [In 
English] 

H. Papovcova, V. REJHOLEC, F. SuDA, and V. WAGNER. 
Annales Paediatrici [Ann. paediat. (Basel)| 187, 351-359, 
Oct., 1956. 4 figs., 4 refs. 


A study is reported of the immunological response to 
subcutaneous injection of Brucella antigen in 50 healthy 
children and 42 who were convalescent from, or had 
healed, rheumatic fever, the average age of the children 
in both groups being 10 years. The methods were similar 
to those used in a previous investigation in adolescents 
(Wagner and Rejholec, Ann. rheum. Dis., 1955, 14, 243). 
Specimens of serum from both groups were studied at 7 
and 14 days for the titre of Brucella agglutinin and in- 
complete antibody. In the rheumatic group there was a 
significantly greater response in incomplete antibody 
titre by the 7th day and in agglutinin by the 14th day 
than in the controls. Within the rheumatic group there 
did not appear to be any correlation between the im- 
munological response and the severity of the cardiac 
lesions. The authors consider that the higher anti- 
streptococcal antibody level normally seen in rheumatic 
patients need “‘ not necessarily be explained as a con- 
sequence of multiple exposure to the infectious agent ”’. 
They refer to the finding of Kuhns and McCarty (J. clin. 
Invest., 1943, 33, 759) that there was no difference 
between rheumatic patients and healthy subjects in the 
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response to diphtheria toxin, but they note that their own 
tests were performed after primary inoculation of the 
antigen. E. G. L. Bywaters 


416. A Comparison of Oral and Intramuscular Benza- 
thine Penicillin G for the Prevention of Streptococcal 
Infections and Recurrences of Rheumatic Fever 
M. Markowi17z, C. Ferencz, and A. Bonet. Pediatrics 
[Pediatrics] 19, 201-207, Feb., 1957. 18 refs. 


The incidence of recurrences of acute rheumatism and 
streptococcal infections in 50 rheumatic children receiving 
200,000 units of benzathine benzylpenicillin daily by 
mouth was compared with that in 56 similar children 
receiving 1,200,000 units of benzathine benzylpenicillin 
every 4 weeks by intramuscular injection. There were 
no recurrences in the latter group, but 3 children in the 
former group who did not take the tablets regularly 
experienced a recurrence of rheumatic fever. There was 
no difference between the 2 groups in the incidence of 
streptococcal infections as shown by a rise in the anti- 
streptolysin-O titre. An allergic reaction to penicillin 
was Observed in only one of the patients receiving the 
antibiotic by mouth in contrast to four in the group 
given intramuscular injections; in addition, in 12 other 
patients in the latter group the injections had to be 
discontinued because of pain or emotional disturbances. 

Winston Turner 
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417. Clinical Research on the Efficacy of Intra- and 
Peri-articular Injections of Prednisolone Tertiary Butyl- 
acetate in Rheumatic Diseases. (Ricerche cliniche sull 
efficacia delle iniezioni intra e periarticolari di predni- 
solone butilacetato terziario nelle malattie reumatiche) 
A. Ropeccui, V. DANEO, and R. D’oria. Reumatismo 
[Reumatismo] 8, 344-350, Nov.—Dec., 1956. 


At the Ospedale Maggiore, Turin, the authors have 
treated 38 patients (47 joints) suffering from various 
rheumatic diseases with prednisolone tertiary butyl- 
acetate given by intra- or peri-articular injection, the 
dose employed varying from 20 to 60 mg. In 6 cases an 
injection of hydrocortisone acetate was later given into 
the same joint after a suitable interval and the effects of 
the two substances compared. 

In 17 cases of rheumatoid arthritis of varying severity 
and duration, 28 injections produced complete or nearly 
complete local improvement on 15 occasions, fair im- 
provement on 7, slight on 2, and had no effect on 4; the 
effects were temporary and lasted longest in those cases 
which had improved the most. There was no apparent 
correlation between the size of dose and the result. In 
14 cases of degenerative joint disease 24 injections were 
given (19 into the knee and 5 in the hip). In the knee- 
joint these produced great improvement in 9 instances, 
moderate in 5, slight in one, and no improvement in 4. 
Of the cases of hip-joint disease, none was greatly im- 
proved, one being moderately and 2 slightly improved 
and 2 unchanged. Again no correlation with dose level 
was found. 


Hydrocortisone was given to 3 patients with rheuma- 
toid arthritis and 3 with osteoarthritis. Comparison was 
difficult, but the authors formed the impression that if the 
two drugs are given in equal doses a greater response is 
to be expected from'prednisolone. This drug was also 
tried in one case of gout, 3 of de Quervain’s tendo. 
vaginitis stenosa, and 3 of periarthritis of the shoulder, 
with moderate benefit in a few cases. 

David Friedberg 


418. The Treatment of Infective Polyarthritis of In 
definite Aetiology by Means of Radon- and Thoron- 
impregnated Bandages. 6onbHbIx HHPEKUVOR- 
HbIMH HeOMpemeNeHHOH sTHONOrHH 
NOBASKaMHM C AKTHBHBIMH HasieTaMH pafloHa TOPOHa) 
G. A. CHERNYKH. Bonpocu Kypopmosoeuu, Pusuome- 
panuu u DPusuyecxod Kyaomypu (Vop, 
Kurort. Fizioter.) 43-49, No. 1, Jan.—Feb., 1957. 


In the trials here reported from the Central Institute of 
Balneology, Moscow, radon- and thoron-impregnated 
bandages were applied to the affected joints of 215 
patients with “‘ infective—allergic”’ arthritis or arthritis 
of unknown aetiology. From 15 to 20 applications con- 
stituted a course of treatment and each application was 
maintained for 4 hours in the case of radon, and for 12 
to 24 hours in the case of thoron, 2 to 4 joints being 
treated simultaneously. Thoron-impregnated bandages 
had the advantage of a longer therapeutically useful life 
because of the slower loss of radioactivity by this sub- 
stance (up to 3 days, compared with 3 to 4 hours for 
radon). 

The patients were divided into four groups which were 
treated respectively as follows: (1) with thoron-impreg- 
nated bandages; (2) with radon-impregnated bandages; 
(3) as Group 1, except that in addition radon baths were 
given; (4) with radon baths only. The effects of treat- 
ment were assessed on the basis of symptomatic improve- 
ment as well as of objective tests such as determination 
of the erythrocyte sedimentation rate, leucocyte count, 
and capillary permeability and fragility. Improvement 
was observed in 87 out of 90 patients in Group 1, in 44 
out of 50 in Group 2, in all 25 in Group 3, and in 40 out 
of 50 in Group 4. Of 44 patients previously confined to 
bed 33 became ambulant, and more than half the patients 
previously incapacitated were able to return to work. In 
165 cases the improvement lasted from 12 to 18 months, 
and longer in some. The method of impregnating the 
bandages with radon and thoron is described. F 

A. Swan 


419. Objective Evaluation of Patients with Rheumatic 
Diseases. II. Paper Electrophoretic Studies of Serum 
Glycoprotein and Protein from Patients with Rheumatoid 
Arthritis _ 

G. Stipwortuy, R. W. Payne, C. L. SHETLAR, and 
M. R. SHETLAR. Journal of Clinical Investigation [J. clin. 
Invest.) 36, 309-313, Feb., 1957. 2 figs., 10 refs. 


At the University of Oklahoma School of Medicine an 
attempt was made to correlate changes in the serum pro- 
tein and glycoprotein levels with the severity of the in- 
flammatory activity in rheumatoid arthritis. The method 
employed was paper strip electrophoresis, the protein 
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being stained with bromophenol-blue-zinc-sulphate and 
the glycoprotein with the periodic-acid—Schiff reaction. 
The various fractions in the developed strips were 
measured with a recording photometer, the total serum 
protein content being determined by the biuret reaction 
and the total.serum glycoprotein content by the tryp- 
tophan method. The seromucoid content was also 
de‘ermined. The clinical activity of the rheumatoid 
process in the 33 patients studied was assessed in 4 grades 
from “none” to “severe”: A control group of 13 
he :Ithy subjects was also studied. 

\s the severity of the rheumatoid activity increased 
there was a rise in serum globulin levels, particularly 
th ose of the «; and a2 fractions, and a corresponding de- 
cr ase in the albumin level. There was a marked increase 
in serum levels of those glycoproteins associated with the 
a; and o2-globulin fractions, this i increase being in excess 
of he protein increase. 

“linical activity was closely correlated with the 
gl.coprotein level considered in relation to the serum 
pr tein with which it is bound—the polysaccharide: 
pr tein ratio—the - and a-glycoprotein levels, the 
se omucoid level, and the «2-globulin level. The authors 
pc nt out, however, that this elevation of the a-globulin 
le cl has been noted in many other inflammatory con- 
di ons and also that the apparent elevation of the glyco- 
pr tein level in excess of those of «; and «2 globulin may 
in part be due to an increase in the level of the sero- 
m icoids, which have similar electrophoretic mobilities. 
W:th the technique described, the amount of carbo- 
h: drate bound to albumin was found to be low compared 
w:th data previously obtained by salt fractionation. It is 
su zgested that this may be due to appreciable amounts of 
corbohydrate-rich globulin being obtained with the 
al»umin sample in the latter process. 

it was concluded that of the various indices studied, 
the total serum glycoprotein level showed the highest 
correlation with the clinical. actavely of the rheumatoid 
process. B. M. Ansell 


420. Errors and Abuses in the Use of Corticotherapy in 
Rheumatoid Arthritis. (La corticothérapie dans la 
polyarthrite chronique évolutive. Erreurs d’indications. 
Abus de prescription) 

J. Forestier and A. Certociny. Bulletin de I’ Académie 
nationale de médecine [Bull. Acad. nat. Méd. (Paris)\ 141, 
169-173, March 5, 1957. 


In this paper attention is drawn to the observation that 
steroid therapy, in doses which control symptoms, begins 
to lose its beneficial effect within a few months and that 
serious side-effects may develop. It is argued, therefore, 
that rheumatoid arthritis should, in the first instance, be 
treated with the more traditional remedies in the hope 
of inducing a remission; such remissions are known to 
last from a few months to many years. If no success is 
achieved in 12 to 18 months, then steroid therapy should 


be considered. In general, maintenance doses tend to be’ 


too high; for example, the administration of 15 to 20 mg. 
of prednisone daily, if continued for a long period of 
time, will usually lead to trouble. According to Hench, 
a patient may suffer at one and the same time from 


endogenous hypocorticoidism and exogenous hyper- 
corticoidism. Hence even a slight reduction in dosage is 
likely to aggravate symptoms considerably. 

Physiologists have calculated that the human “body 
produces about 25 mg. of corticoids, expressed as hydro- 
cortisone, daily, which corresponds to 5 mg. of predni- 
sone. On the basis of these observations the authors 
recommend that the steroid should be given at 6-hourly 
intervals and that after giving 15 to 20 mg. daily for an 
initial period of 5 to 10 days the dose should be reduced 
to the minimum necessary for maintenance. For this 
purpose one-mg. tablets of prednisone are required so 
that a reduction of 1 mg. every 3 days can be effected 
until the required maintenance dose is reached. This 
varies with the individual, but is usually found to lie 
between 5 and 10 mg. 

(In the discussion that followed the presentation of 
this paper, Weill-Hallé referred to an injury he himself 
had sustained a year previously to two cervical vertebrae; 
the resulting brachial neuralgia had been intractable, 
‘but had yielded finally to prednisolone, of which 6 to 
7 mg. was still required daily, any attempt to reduce this 
dosage to 3 or 4 mg. being followed after a few days by 
recurrence of symptoms. This maintenance dose had 
not caused any of the usual side-effects which, as sug- 
gested, might depend on pre-existing organic defects. 
In his reply the presenting author agreed as to the 
spectacular effects of prednisolone in relieving pain due to 
trauma, but pointed out that this case stressed the 
possibility of a state of dependence developing even in 
non-rheumatoid conditions.) D. Preiskel 


421. The Behaviour of the Fasting Blood Sugar Level, 
Insulin Hypoglycaemia, and the Glucose Tolerance Curve 
during Treatment with Prednisone, with Particular Re- 
ference to Prolonged Treatment. (Sul comportamento 
della glicemia a digiuno, dell’ ipoglicemia da insulina e 
della curva glicemica da carico di glucosio in soggetti in 
cura prednisonica con particolare riguardo alle cure 
protratte) 

G. Ernaupi and R. D’ortA. Reumatismo [Reumatismo] 
8, 351-358, Nov.—Dec., 1956. 19 refs. 


At the Rheumatic Centre of the Ospedale Maggiore, 
Turin, the authors have studied the effect of treatment 
with prednisone on the glucose tolerance curve and the 
insulin sensitivity curve in two groups of patients suffer- 
ing from rheumatoid arthritis. The first, group (17 cases) 
had been receiving the drug for some time and were on 
maintenance doses; the second group (6 cases) had 
received 40 mg. of prednisone daily for 8 days. Glucose 
was given at the level of 1 g. per kg. body weight and in- | 
sulin in doses of 0-15 unit per kg. body weight. [For 
the detailed results for each case, which are given in 
tables, the original paper should be consulted.] 

Despite the long-continued administration of predni- 
sone in Group | the fasting blood sugar level was normal, 
the highest figure recorded being 119 mg. per 100 ml. In 
about half the cases in this group and occasionally also 
in the second group a “ lag curve ” of glucose tolerance 
was found, without a succeeding hypoglycaemia. A 
similar proportion of cases in each group showed slightly 
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increased sensitivity to insulin. The authors point out 
that the degree of departure from normal was variable, 
but in no case marked. They conclude that prednisone 
does not interfere with glucose metabolism as seriously 
or as frequently as cortisone and hydrocortisone. 

David Friedberg 


422. Pancreatic Necrosis in Cortisone-treated Children 
H. S. BAAR and O. H. Wotrr. Lancet {Lancet} 1, 812- 
815, April 20, 1957. 4 figs., 20 refs. 


423. The Involvement of Peripheral Structures in 
Ankylosing Spondylitis; Frequency and Diagnostic Value. 
(L’impegno artro-periferico nella spondilite anchilo- 
sante: sua frequenza, suo valore nosologico) 

T. Lucuermi and C. Cervint. Riforma medica [Rif. 
med.| 71, 113-125, Feb. 2, 1957. 18 figs., bibliography. 


The authors are Convinced that rheumatoid arthritis 
and ankylosing spondylitis are, fundamentally, variants 
of one and the same disease. After surveying the 
literature in search of support for their thesis they 
report 3 cases in which rheumatoid changes in peripheral 
joints—and in one case psoriasis—were present in 
addition to typical ankylosing spondylitis. Photographs 
and radiographs of the spine and various joints in each 
case are reproduced. L. Michaelis 


424. The Relation of Symptoms to Osteoarthritis 

S. Cops, W. R. MERCHANT, and T. RusBin. Journal of 
Chronic Diseases [J. chron. Dis.] 5, 197-204, Feb., 1957. 
7 figs., 12 refs. 


At the University of Pittsburgh the authors have 
studied a “* stratified random sample ” of the population 
in an attempt to determine the relation between the 
presence of x-ray evidence of osteoarthritis and the 
occurrence of pain and other symptoms and signs of 
the disease. Of the 478 persons examined (constituting 
only 60°% of the original sample), there was radiological 
evidence of osteoarthritis of the hands and wrists in 115 
and of the knees in 65. \In all cases information was 
recorded regarding: (1) history of pain in the joint 


concerned; (2) observed pain on movement; (3) ob-* 


served tenderness; (4) history of swelling; (5) observed 
swelling; and (6) morning stiffness (which is regarded 
as a generalized phenomenon even though the patient 
may point out an area where it is worst). 

Analysis of these data from several points of view 
gave results consistent with the hypothesis that morning 
stiffness and x-ray signs of degenerative joint changes 
are quite independent. Proceeding from this assumption 
the authors found that morning stiffness was more fre- 
quently associated with pain than were x-ray changes at 
both sites, although the difference was less marked with 
the knees than with the hands. When those subjects 
with definite radiological evidence of degenerative joint 
disease were considered separately it was found that as 
the incidence of pain increased, so did that of morning 
stiffness both in the hands and in the knees. In the 
hands joint swelling did not occur in the absence of 
morning stiffness, whereas this was not entirely true for 
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the knees, in which in a few cases swelling was reported 
with no history of morning stiffness. When those 
persons who reported morning stiffness were studied ip 
more detail they appeared to have an earlier onset of 
arthritic symptoms than those without morning stiffness, 
with involvement of a greater number of miscellaneous 
peripheral joints, more joint swelling, and attacks of pain 
of longer duration. Classification of this group accord- 
ing to the American Rheumatism Association’s criteria 
for the diagnosis of rheumatoid arthritis showed that 
26°%% met the criteria for probable rheumatoid arthritis 
and 41°% for possible rheumatoid arthritis. The authors 
therefore consider that most of these patients with 
morning stiffness were suffering from rheumatoid 
arthritis, and that the degenerative joint changes seen 
in the radiograph were purely incidental. 

In summary, the survey demonstrated that 70°%% of 
the subjects in whom osteoarthritic changes were revealed 
by x rays were asymptomatic, while the remainder could 
be divided into 3 groups: (1) those who had obvious 
rheumatoid arthritis and incidental degenerative joint 
changes; (2) those with no morning stiffness, a late 
onset of symptoms, and mild pain usually without 
swelling; and (3) an intermediate group in whom morn- 
ing stiffness was the predominant feature and in whom 
the possibility is that the symptoms were due at least in 
part to a rheumatoid component. B. M. Ansell 


425. Results of Radiotherapy in Osteoarthritis of the Hip 
A.H.G. Murwey. Lancet [Lancet] 1, 818-819, April 20, 
1957. 8 refs. 


COLLAGEN DISEASES 


426. Involvement of the Kidneys in Disseminated Lupus 
Erythematosus. (Die Nierenbeteiligung beim Erythe- 
matodes disseminatus) 
G. HeLLwec, E. Munpt, H. NussGens, and K. O. 
VORLAENDER. Deutsches Archiv fiir klinische Medizin 
[Disch. Arch. klin. Med.| 203, 647-670, 1957. 12 figs., 
bibliography 

Klemperer has estimated that the kidneys are involved 
in 60% of all cases of disseminated lupus erythematosus, 
while other authorities accept a figure of 90 to 100%. 
The kidney may be affected in a variety of ways, the disease 
taking the form of focal nephritis, diffuse glomerulo- 
nephritis, or the nephrotic syndrome, and there is no 
characteristic clinical picture. A study of the pathological 
anatomy, however, suggests that the typical findings are. 
a combination of the so-called ** wire-loop lesions ”’, the 
appearance of haematoxyphil bodies, and fibrinoid 
swelling of the glomeruli resulting in partial (focal) or 
total necrosis. Somewhat similar changes are seen in 
scleroderma. In long-standing cases the above picture 
tends to. be blurred by the usual appearances of chronic 
glomerulonephritis. 

With the onset of renal symptoms there develop cer- 
tain immunological reactions. The factor responsible, 
which is associated with the gamma-globulin fraction of 
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the serum proteins, seems to be suppressed by prolonged 
cortisone therapy, but can be made to reappear under 
suitable provocation. It can also be absorbed by extracts 
from healthy kidneys and may be regarded as having the 
properties of an auto-antibody. Experimentally, it has 
been shown that the auto-antigenic reaction arises from 
changes in the vascular endothelium of the glomeruli. 
Antibodies against the cellular constituents of the blood 
have also been demonstrated. These factors do not re- 
present the primary cause of the disease, but a secondary 
product of the disease process; nevertheless, they vitally 
alfect the course of the illness. 

Cortisone (or prednisone) and corticotrophin (ACTH) 
give the best results in therapy. They suppress inflam- 
matory changes in the tissues and the development of 
p'imary or secondary pathogenic antibodies, though the 
antigen-antibody reaction as such remains unaffected. 
Kurnick has suggested an attack on the causal factor by 
repeated intramuscular injections of fresh blood or leu- 
cccytes; the authors discuss the theoretical basis of this 
si ggestion and offer criticisms of their own. [The original 
p.per should be consulted for details.] D. Preiskel 


4-7. Polyarteritis Nodosa 

G. A. Rose and H. Spencer. Quarterly Journal of 
Medicine [Quart. J. Med.] 26, 43-81, Jan., 1957. 15 figs., 
b:bliography 


A retrospective study has been made of 111 proven 
cases of polyarteritis nodosa which had been under care 
in 9 teaching hospitals during the period 1946 to mid- 
1953. In 7 patients the appearances were atypical; these 
were not considered further. The study provided new 
information particularly with regard to classification, 
actiology, and blood-pressure changes. 

It seemed that the most useful classification was one 
based on the presence or absence of lung involvement. 
Cases with lung involvement tended also to show a num- 
ber of other features which were not seen, or were only 
rarely seen, in the other group. The chief of these were a 
respiratory illness initiating and generally dominating 
the disease, blood and tissue eosinophilia, granulomatous 
polyarteritis, and necrotizing lesions not demonstrably 
related to arteries. These features are described, and are 
contrasted with the ‘findings in cases without lung in- 
volvement. The possible relation of the syndrome to 
other diseases is discussed, and some previous reports are 
reviewed. 

The aetiology of the disease remains uncertain, but 
there is evidence of an association with preceding respira- 
tory infections (especially those due to streptococci) and 
with rheumatic fever. Further investigation is needed to 
determine the relative importance of the infection and its 
treatment; at present the infection itself is chiefly suspect. 
In a few cases the disease appears to have been due to 
sensitivity to drugs of the thiouracil group; the evidence 
by which other drugs have been incriminated is weak. 

An attempt was made to correlate blood-pressure 
changes with the urinary and necropsy findings in the 
86 cases in which blood-pressure records were adequate. 
(1) Among the 48 patients whose blood-pressure re- 
mained normal, recent renal polyarteritis and glomeru- 
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litis were common, but healed lesions were rare. (2) Of 
the 17 patients who were observed to develop hyper- 
tension during the course of the disease, all but three 
showed healed renal polyarteritis or glomerulitis at 
necropsy, and urinary abnormalities had preceded the 
first rise in pressure in all patients of whom data were 
adequate. (3) In 21 patients the blood-pressure was high 
when first measured, but in all but two the first record 
was made months or years after the onset of the disease; 
the necropsy findings were the same as in Group 2. It is 
concluded that the development of hypertension in 
polyarteritis nodosa is associated with the healing stages 
of renal polyarteritis or glomerulitis—[Authors’ sum- 
mary.] 


428. Treatment of Polyarteritis Nodosa with Cortisone: 
Results after one Year 

REPORT TO THE MEDICAL RESEARCH COUNCIL BY THE 
COLLAGEN DISEASES AND HYPERSENSITIVITY PANEL. 
British Médical Journal [Brit. med. J.| 1, 608-611, 
March 16, 1957. 4 refs. 


An attempt was made by the Collagen Diseases and 
Hypersensitivity Panel of the Medical Research Council 
to assess the value of cortisone in the treatment of poly- 
arteritis nodosa, and the results after one year are pre- 
sented in this paper. It is pointed out that random 
allocation of patients to an untreated group was not 
possible because of the known poor prognosis if patients 
are untreated and the rarity of cases of this disease. 
Patients were admitted to the trial only after the diag- . 
nosis had been confirmed histologically by a panel of 
pathologists. With a few exceptions the initial dosage of 
cortisone was 200 mg. daily; if the response was poor the 
daily dose was raised by 100 mg. each week until signs 
and symptoms were suppressed or intolerable side-effects 
occurred; if symptoms were suppressed with 200 mg. 
daily, an attempt was made to reduce the daily dosage by 
about 50 mg. each week, the course finishing in the 6th 
week. 

Of 25 patients originally selected for this trial, 17 were 
finally accepted; there was also a control series of 19 
histologically proved cases with onset of the disease be- 
fore the introduction of cortisone. Unfortunately the 
groups differed in many respects, particularly in the wh- 
cidence of hypertension, which was present in 8 of the 
controls but in only one of the treated group. For com- 
parison of results, therefore, the groups were further 
subdivided into those with and those without hyper- 
tension. At the end of one year’s observation it was 
found that only 7 of the 19 controls were still alive, 
compared with 14 out of the 17 patients in the treated 
group. Excluding the patients with hypertension, 
however, the figures were 7 out of 11 and 13 out of 16 
respectively. 

The authors conclude the discussion as follows. “* To 
maintain suppression of symptoms may require doses of 
cortisone which provoke troublesome and occasionally 
dangerous side-effects. Whether the treatment is better 
or worse than the disease is a. matter on which we have 
no unequivocal evidence to present ”’. ai: 

J. N. Harris-J 
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429. On the Nature of Pain 
W. Gooppy. Brain [Brain] 80, 118-131, March, 1957 
(Part I). 38 refs. 


430. Some Relationships between Peripheral Vaso- 
motor and E.E.G. Changes 

B. ACKNER and G. PAMPIGLIONE. Journal of Neurology, 
Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.| 20, 58-64, Feb.,.1957. 5 figs., 37 refs. 


At the Maudsley Hospital, London, the authors have 
made simultaneous electroencephalographic (EEG) and 
plethysmographic we from 13 normal subjects 
and 40 patients suffering from mixed neurotic states. 
Records were taken during wakefulness, natural sleep, 
and sleep induced with “* seconal ” (quinalbarbitone). 

_ According to the state of alertness or sleep a stimulus 
will cause typical EEG changes, making the alpha rhythm 
disappear in full alertness or reappear in drowsiness .or 
light sleep, or producing K complexes in deep sleep. In 
both normal and neurotic subjects these changes were 
followed 3 to 4 seconds later by rapid peripheral vaso- 
constriction. From time to time the same EEG changes 
occur spontaneously, and such changes were also 
followed in 3 to 4 seconds by vasoconstriction. The 
authors suggest that these apparently spontaneous vaso- 
constrictor changes are really occurring in relation to 
spontaneous fluctuations in the levels of alertness or 
sleep and have the same significance as responses evoked 
by an alerting stimulus. N. S. Alcock 


431. Familial Forms of Amyotrophic Lateral Sclerosis. 
(Formes familiales de sclérose latérale amyotrophique. 
Etude de deux familles) 

G. BoupIn and J. BARBIzET. Revue neurologique [Rev. 
neurol. (Paris) 95, 229-245, Sept., 1956 [received Feb., 
1957]. 4 figs., 22 refs. 


The authors report from the Salpétriére and Saint- 
Antoine Hospitals, Paris, their observations on two 
families, in the first of which 4 cases of amyotrophic 
lateral sclerosis and one further probable case (forme 
fruste) occurred in two generations. In this family the 
age of onset was between 42 and 64 years and all the 
patients, except in the abortive case, died of bulbar palsy 
after an illness lasting from 9 months to a year. In the 
second family there were two such cases, in a father and 
daughter who were aged 60 and 67 years respectively at 
the onset. The duration of the illness was 28 and 27 
months respectively, both patients dying from bulbar 
palsy, the father in 1917 and the daughter in 1955. 
Details of the father’s medical history were, unfor- 
tunately, incomplete. 

The literature of familial amyotrophic lateral sclerosis 
is reviewed and the authors accept reports of some 
20 families in which 60 cases of this condition occurred. 
They point out that familial examples are rare and con- 
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stitute only a small fraction of the total number of cases 
of amyotrophic lateral sclerosis. In most families the 
onset is in childhood or adolescence and the evolution 
is slow. Partial forms are common. Dominant and re- 
cessive examples of the disease are described, but no sex- 
linked cases have been recorded. L. G. Kiloh 


432. 
genita 
R. CHamBers and V. MacDermor. Lancet [Lancet] 
1, 397-401, Feb. 23, 1957. 4 figs., 11 refs. 


The authors describe 3 cases in which the classic 
picture of Oppenheim’s amyotonia congenita was 
apparently caused by polyneuritis occurring in infancy 
and in which considerable improvement occurred. One 
of the patients was admitted to the National Hospital, 
Queen Square, and the other 2 to the Hospital for Sick 
Children, Great Ormond Street, London. In all 3 cases 
the protein content of the cerebrospinal fluid was raised, 
in 2 there was definite sensory impairment in the digits, 
and in 2 electromyography and muscle biopsy showed 
denervation of muscle. 

[This is a valuable paper drawing attention to a further 
possible pathological basis for the amyotonia congenita 
syndrome; the case histories indicate that with care it 
should be possible clinically to distinguish this cause of 
the syndrome from spinal muscular atrophy and benign 
congenital myopathy, while examination of the cerebro- 
spinal fluid and electromyography will help in the dis- 
tinction. ] J. W. Aldren Turner 


Polyneuritis as a Cause of ‘‘ Amyotonia Con- 


433. Acute Polyneuritis Treated with Cortisone 
G. S. Graveson. Lancet [Lancet] 1, 340-343, Feb. 16, 
1957. 20 refs. 


The cause of the condition variously called acute toxic, 
febrile, or infectious polyneuritis or the Landry—Guillain- 
Barré syndrome is not known, but it has been suggested 
in recent years that it may have an allergic basis. The 
present author describes 7 cases in which cortisone was 
given as soon as the diagnosis was established. None 
of the cases was very severe and all showed the usual 
clinical features. In all except one of the patients, who 
had two attacks, the protein content of the cerebrospinal 
fluid was increased. In the first 5 cases the dosage of 


cortisone was 100 mg. daily for 2 days, 75 mg. daily for 


2 days, and then 50 mg. a day for 10 days; later the 
dosage was changed to 300 mg. daily for 2 days, .200 mg. 
daily for 2 days, and 100 mg. daily thereafter. In only 
one case was there any further deterioration in the 
condition once cortisone therapy had been started, affd 
this was considered later to have been due to inadequate 
dosage of the hormone. 

A study of the results in other reported series showed 
that the duration of the disease in untreated cases was 
twice that in treated cases. It is concluded that cortisone 
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is the treatment of choice in this disease, the results 

achieved in the present series lending support to the 

view that there is an allergic basis for its pathogenesis. 
G. S. Crockett 


BRAIN AND MENINGES 


424. Loss of Recent Memory after Bilateral Hippo- 
ce: npal Lesions 

W. B. ScoviLte and B. MiLner. Journal of Neurology, 
N.urosurgery and Psychiatry [J. Neurol. Neurosurg. 
Ps chiat.] 20, 11-21, Feb., 1957. 5 figs., 19 refs. 


“Memory and intelligence tests on 10 patients subjected 
to ilateral resection of the medial portion of the temporal 
lol's revealed severe, moderate, or slight ‘loss of recent 
mc nory in 7. The degree of memory loss varied to some 
ex'-nt with the amount of the hippocampus resected; 
wi -n only the uncus and amygdalae were removed 
monory remained unimpaired. Eight of the patients 
wee psychotic and one was epileptic. The authors state 
th. the impairment of memory did not affect ‘* general 
in'-lligence or personality’; these did not de- 
ter orate after operation. ‘L. Crome 


43. Intracarotid Penicillin in Neurosurgical Practice. 
He. KIIMHHKE) 

K. K. GLADKova and E. Y. SHCHERBAKOVA. Bonpocwt 
H. ipoxupypeuu [Vop. 48-51, No. 1, Jan.— 
Feo., 1957 


-ntracarotid penicillin in 30 cases 
under treatment at the Burdenko Institute of Neuro- 
su gery, Moscow, and in this communication the authors 
anilyse their experience. The method was used both 
al-ne and also in combination with systemic or intra- 
thecal penicillin, being employed in preparation for 
criniotomy, after operation, or when operation was 


‘contraindicated. The series included 8 cases of 21d 


gunshot wounds with embedded foreign bodies which 
were causing intermittent “flare-ups” of infection, 
6 cases of infection following civil or industrial accidents, 
6 of meningitis, encephalitis, or of suppuration of a 


haematoma, and 5 cases of metastatic abscess of otitic - 


or pulmonary origin. Intracarotid penicillin was also 
given in cases of infection following resection of brain 
tumour as well as in cases of meningo-encephalitis mis- 
diagnosed as brain tumour. The authors state that the 
method proved useful in most of these cases, but was of 
little value in metastatic brain abscess, which remained 
refractory to treatment. L. Crome 


436. Spontaneous Subarachnoid Hemorrhage. Clinical 
and Therapeutic Factors Affecting Prognosis 

J. F. Rowrey, J. F. and L. L. TUREEN. 
Neurology [Neurology] 7, 86-96, Feb., 1957. 6 figs., 
37 refs. 


The authors have studied 157 cases of spontaneous 
subarachnoid haemorrhage selected from among the 
neurological and neurosurgical patients treated at St. 
Louis City Hospital and the St. Louis (Missouri) Uni- 
versity Hospital Group. The over-all mortality was 


47:2%, 371% of the patients dying in the first week after 
the haemorrhage and 7% in the second. Angiography 
was performed on only 30 patients (19°%), and aneurysms 
were detected in less than half of these (13 patients). In 
11 cases the aneurysm was treated surgically—in 6 by 
ligation of the carotid artery. The early presenting signs 
and clinical course were not found to be prognostic of the 
ultimate outcome of the haemorrhage. 

[As the authors admit, justifiable criticism can be 
levelled at the paucity of surgical treatment in this series. 
This survey represents the results of medical treatment of 
subarachnoid haemorrhage in a rather highly selected 
group of patients, the source of the bleeding for the most 
part being undetected. The small number of patients 
subjected to angiography and surgery and the lack of 
information concerning the findings do not permit of 
any useful conclusions in regard to these aspects being | 
drawn.] R. G. Rushworth 


437. The Returrence of Intracranial Meningiomas after 
Surgical Treatment 

D. Stmpson. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.] 20, 22-39, 
Feb., 1957. 17 figs., 38 refs. 


In a series of 242 cases of intracranial meningioma 
treated at the Radcliffe Infirmary, Oxford, and 97 cases 
treated by the late Sir Hugh Cairns in London the 
average recurrence rate was 21°%%. This is an unexpec- 
tedly high figure for such reputedly benign tumours, and 
the present author has attempted to analyse the causes 
of recurrence in the combined series. Following opera- 
tions in which the tumour, its dural attachment, and all 
apparent extensions were extirpated the recurrence rate 
was only 9°%%. When the tumour was totally removed 
but dural attachments merely coagulated the recurrence 
rate was 19°%%. The incidence of recurrence was higher 
still after incomplete resection. The histological ap- 
pearances were useful but somewhat uncertain criteria on 
which to base the probability of recurrence: many of. the 
tumours appeared histologically benign. A small group 
of rather anaplastic, reticulin-forming tumours proved 
particularly unfavourable however. It is suggested that 
the principal causes of recurrence are undetected in- 
filtration of a venous sinus or spread across a dural 
septum; other causes are multiplicity of primary tumours, 
infiltration of bone, the presence of a detached nodule of 
the tumour, and failure to excise a subdural fringe of 
tumour, which is often present in meningiomata. 

L. Crome 


438. The Bi-active Method of Electrocoagulation in the 
Surgery of Brain Tumours (Buaktusynii cmoco6 
B onyxonei ronoBHoro 
mosra) 

N. D. Luk’yanova. Bonpocu Hetipoxupypeuu 
[Vop. Nejrokhir.] 30-36, No. 1, Jan.—Feb., 1957. 4 figs. 


The usual method of producing haemostasis by electro- 
coagulation may be described as “* mono-active ”’, that is, 
one of the electrodes is placed somewhere in contact with 
the skin of the patient, while the other is applied to the 
bleeding point. The author, writing from the Central 
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Transport Hospital, Moscow, advocates the use of a 
** bi-active ” cautery, that is, an instrument in which the 
two electrodes are coupled and applied jointly to the 
bleeding point. She compares the relative amount of 
destruction produced experimentally by the two methods 
in the brains of rabbits and dogs, and claims that the 
area of damage was smaller and that healing was more 
rapid after use of the “* bi-active ’’ cautery. The method 
has also been used to good advantage on 329 occasions 
during operations for the removal of tumours of the 
brain. L. Crome 


EPILEPSY 


439. Conduct Disorders in Epileptic Children 

F. GRUNBERG and D. A. Ponp. Journal of Neurology, 
Neurosurgery and Psychiatry (J. Neurol. Neurosurg. 
Psychiat.] 20, 65-68, Feb., 1957. 6 refs. 


In order to investigate factors associated with conduct 
disorders in epileptic children and to compare them with 
conduct disorders in non-epileptic children the case 
histories of 53 selected epileptic children with conduct 
disorders, 53 psychologically normal epileptic children, 


and 35 non-epileptic children with conduct disorders - 


were analysed at the Maudsley Hospital, London. The 
three groups were compared in regard to three sets of 
aetiological factors—organic, genetic, and social. 

The study revealed that only unfavourable social en- 
vironmental factors were significantly associated with 
disorders of conduct, the most significant being a dis- 
turbed attitude of the mother towards the child and ex- 
periences of breaks and changes in environment during 
the child’s life. Cerebral organic factors without neuro- 
logical sequelae or a history of psychosis, neurosis and 
epilepsy in the family were not found to be specifically 
associated with conduct disorders. When the 35 non- 
epileptic children with conduct disorders were compared 
with a group of 35 non-epileptic children with the same 
behaviour problems exactly matched for age, sex, and 
intelligence the same adverse social environmental 
factors were found in both groups. N. S. Alcock 


440. Seizure States and Pregnancy 
C. Suter and W. O. Kiincman. Neurology [Neurology] 
7, 105-118, Feb., 1957. 10 figs., 23 refs. 


Since little has been written about the effect of preg- 
nancy on seizure states or about seizures having their 
onset during pregnancy the authors, working at the 
University of Virginia, Charlottesville, have studied 
177 women who had been or were pregnant, these being 
selected from among the 1,650 cases of epilepsy seen 
under a Seizure Control Program during a 15-month 
period. In 43 cases the seizures were definitely increased, 
either in frequency or severity or both, during or im- 
mediately after pregnancy, while in a further 30 cases the 
first seizure was reported to have occurred during preg- 
nancy and in 9 others as a possible result of pregnancy. 
Only 7 reported a decrease in the frequency or severity 
of the fits during pregnancy; in 45 older women and in 
43 others the epilepsy was not related to pregnancy. 


The physiological changes occurring during normal 
pregnancy which might be expected to aggravate seizure 
states include sodium and water retention, hyperventila. 
tion, and depression of the serum magnesium and calcium 
levels and haemoglobin concentration due to haemo. 
dilution. In this series toxaemia of pregnancy appeared 
to be the main cause of seizure states beginning during 
pregnancy, and it is suggested that permanent brain 
damage may be caused by oedema or vascular lesions, or 
both. It is emphasized that the possibility of a cerebral 
tumour being the cause of the onset of neurological 
symptoms or signs in pregnancy should not be overlooked, 
Management of known epileptic patients during preg- 
nancy comprises careful supervision of anticonvulsant 
drugs, control of weight gain (and hence of water and 
sodium retention), and the possible use of ion-exchange 
resins and diuretics such as acetazolamide. The authors 
conclude that, with appropriate care, a relatively normal 
pregnancy and delivery can be achieved without harm to 
the mother or child. R. G. Rushworth 


441. Reflex Epilepsy (K sompocy o pedpnextTopxHoi 

I. L. Skosskil. Bonpocw Hetipoxupypeuu [Vop. Nejrok- 
hir.| 56, No. 1, Jan.—Feb., 1957 


The author describes the case of a patient who had had 
large scars of unknown origin upon her leg from early 
childhood. Years later when adult she began having 
epileptic fits which always began on the right side. At 
the age of 18 she went’into status epilepticus which lasted 
for 12 days. Craniotomy revealed no lesion in the left 
cerebral hemisphere and it was concluded that the fits 
were reflex in origin. On this assumption the saphenous 
nerve leading to the scarred area was cut, with excellent 
results. The number of fits diminished at once, and 
ceased altogether on the second day after operation. 
They have not recurred for the year that the patient has 
remained under observation. L. Crome 


442. Celontin (PM-936) in the Treatment of Epilepsy 
S. LivinGston and L. Pauw. Pediatrics [Pediatrics] 
19, 614-618, April, 1957. 17 refs. 


443. Electroencephalogram in Narcolepsy 

D. D. Day and R. E. Yoss. Electroencephalography 
and Clinical Neurophysiology {Electroenceph. clin. Neuro- 
physiol.] 9, 109-120, Feb., 1957. 8 figs., 16 refs. 


The authors, working at the Mayo Clinic, have studied 
the electroencephalograms (EEGs) of 100 patients, 64 
male and 36 female, who suffered from attacks of 
narcolepsy. The disorder occurred at all ages, but had 
a peak incidence in the fourth decade. Narcolepsy alone 
was present in 15% of cases, but in the remaining 85% 
there were other episodic disturbances such as cataplexy, 
sleep paralysis, or nightmares; narcolepsy and cataplexy 
occurred together in 37°%. In all cases the resting EEG 
was normal, and when drowsiness developed the record 
showed changes which could not be distinguished from 
those seen in normal persons during the early or “‘ float- 
ing” stage of sleep, namely, spindling of the alpha 
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rhythm followed by its disappearance and replacement 
by theta discharges. Records taken during cataplectic 
attacks and during an attack of sleep paralysis were 
normal. 

The authors conclude that narcolepsy is a disease 
characterized by persistent impairment of the normal 
alert state and that it is not related to epilepsy. The 
basic disorder may be a reversible physiological dis- 
turbance in the reticular activating system. 

John N. Walton 


PARKINSONISM 


4:4. Electromyographical Studies of Tremor in Parkin- 
son’s Disease, before and after Chemopallidectomy 

J. MOLDAVER and D. FArRMAN. Journal of the American 
G-riatrics Society [J. Amer. Geriat. Soc.| 4, 1266-1274, 
Dec., 1956. 4 figs. 


The authors, working at St. Barnabas Hospital, New 
York, have utilized the electromyogram (EMG) to study 
the tremor of Parkinson’s disease both before and after 
chemopallidectomy (that is, injection of the globus 
pcllidus with alcohol or a similar sclerosing agent, using 
a stereotactic method). The EMG was generally re- 
corded from a pair of concentric needle electrodes, one 
of which was inserted into the flexor muscles of the fore- 
arm, the other into the extensors, activity from each of 
the two electrodes being recorded simultaneously on a 
double-beam oscilloscope. 

{n 30 patients with Parkinsonism it was shown that 
the tremor was due to rhythmical alternating contraction 
0: agonists and antagonists, each movement being ac- 
companied in thie EMG by a burst of several motor-unit 
potentials. In 10 patients with unilateral tremor who 
were studied following contralateral chemopallidectomy 
tremor was generally abolished and the recordings from 
the same two sites showed electrical silence at rest, while 
on voluntary contraction of the muscles concerned a full, 
normal pattern of motor-unit potentials was obtained. 

The authors conclude that the EMG confirms the 
benefit of chemopallidectomy in selected cases of Parkin- 
sonism. John N. Walton 


445. Early Electroencephalographic Observations follow- 
ing Chemopallidectomy 

G. Bravo and I. S. Cooper. Journal of the American 
Geriatrics Society [J. Amer. Geriat. Soc.] 4, 1275-1279, 
Dec., 1956. 2 refs. 


The authors, working at St. Barnabas Hospital, New 
York, have studied the electroencephalographic (EEG) 
findings in 60 Parkinsonian patients before and after 
chemopallidectomy, in which alcohol is injected into the 
globus pallidus under stereotactic control. In all cases 
the alcohol was injected by the convexity (transfrontal) 
approach. The EEG recordings were made from one to 
3 days before chemopallidectomy and repeated 3 to 
11 days (mean interval 5 days) afterwards and the re- 
cords compared, particular attention being paid to the 
speed and voltage of the dominant activity. The patients 
were divided into four clinical groups, as follows: 


(1) those with no signs of neurological deficit (15°%); 
(2) those with mild and transitory postoperative neuro- 
logical signs (51°%); those with long-lasting postopera- 


. tive neurological signs which eventually resolved (18-4°%); 


and (4) patients with a permanent neurological: deficit 
following operation (15°). 

In all but 3 instances an independent observer was 
able to distinguish the postoperative from the pre- 
operative EEG records and to indicate the side upon 
which the operation had been performed. In general, 
the main EEG changes following chemopallidectomy 
were: over-all decrease in frequency of the dominant 
rhythms (in 99-6°% of the cases); medium-voltage theta 
or delta waves over the temporoparietal area on the side 
of the operation (91-3°%%); or a diffuse increase in voltage, 
more marked on the side of the operation (60%). The 
postoperative changes were considered to be relatively 
slight in patients in the clinical Group 1, were severe 
in those in Group 4, and were intermediate in degree in 
those in Groups 2 and 3. 

It is apparent from these results that unilateral 
chemopallidectomy may have a striking effect upon the 
cortical activity (as recorded in the EEG) of the hemi- 
sphere concerned. John N. Walton 


NEUROMUSCULAR DISEASES 


446. Exertional Dyspnea: a Primary Complaint in Un- 
usual Cases of Progressive Muscular Atrophy and Amyo-. 
trophic Lateral Sclerosis 


R. D. D. W. MuLper, W. S. Fow er, and 


A. M. OLSEN. Annals of Internal Medicine [Ann. intern. 
Med.] 46, 119-125, Jan., 1957. 1 fig., 5 refs. 


Progressive muscular atrophy and amyotrophic lateral 
sclerosis are often fatal through respiratory failure. It is 
now suggested that dyspnoea may be an early symptom 
of this syndrome, simulating cardiac or pulmonary 
disease, especially perhaps emphysema. The purpose of 
this paper from the Mayo Clinic is to report 3 cases 
presenting with dyspnoea for which no adequate cause 
could be found in the thorax. There was some evidence 
of motor neurone disease. It is suggested that tests of 
pulmonary function may support the clinical impression 
that the dyspnoea results from weakness of intercostal 
and other respiratory muscles. [The diagnosis of motor 
neurone disease in these 3 cases is not entirely convinc- 
ing.] Hugh Garland 


447. Collateral Regeneration from Residual Motor 
Nerve Fibers in Amyotrophic Lateral Sclerosis 

G. Woxu.rart. Neurology [Neurology] 7, 124-134, 
Feb., 1957. 16 figs., 35 refs. 


Recent work by the author and other workers has 
shown that in partly denervated muscle re-innervation 
occurs by collateral sprouting from surviving nerve fibres. 
The present study, carried out at the University of Lund, 
Sweden, was prompted by the post-mortem observation, 
in a case of amyotrophic lateral sclerosis, of a consider- 
ably reduced number of large nerve fibres, even in muscles 
showing no groups of wasted muscle fibres, and it was 
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thought that the same mechanism, that is, the branching 
of surviving large nerve fibres, might be at work. 

The material consisted of muscles and nerves removed 
at necropsy from 6 patients with amyotrophic lateral 
sclerosis. In all these cases silver impregnation revealed 
that the intramuscular nerve trunks contained an ex- 
cessive number of thin fibres with knob-like enlarge- 
ments along their course, whereas the large fibres were 
reduced in number. The enlargements resembled the 
thickenings found in regenerating nerve trunks after 
nerve section. The number of motor end-plates in- 
nervated by a single terminal nerve fibre was found to be 
increased to several from the normal figure of one or two. 
It is concluded that collateral sprouting plays an im- 
portant part in amyotrophic lateral sclerosis, and that at 
least one-third of the motor nerve fibres may be destroyed 
before the muscle shows any clinical signs of atrophy. It 
follows that weakness and wasting do not occur until 
months or years aftér the onset of the disease. 

R. G. Rushworth 


' 448. Some Alterations in Serum Enzymes in Progressive 


Muscular Dystrophy 

A. A. Wuire and W. C. Hess. Proceedings of the Society 
for Experimental Biology and Medicine [Proc. Soc. exp. 
Biol. (N.Y.)] 94, 541-544, March, 1957. 20 refs. 


DEMYELINATING DISEASES 


449. Abnormal Immunological Reactions in Dissemi- 
nated Sclerosis. A Preliminary Report 

H. V. Smitu, M. L. E. Espir, C. W. M. Wuirtty, and 
W. R. RusseLt. Journal of Neurology, Neurosurgery 
and Psychiatry (J. Neurol. Neurosurg. Psychiat.] 20, 1-10, 
Feb., 1957. 6 figs., 7 refs. 


The injection of tuberculin into the cerebrospinal 
fluid (C.S.F.) evokes a typical response in patients in 
whom the Mantoux reaction is positive, its severity being 
related to that of the response to the Mantoux test. The 
reaction to intrathecal tuberculin is a biphasic one: 
within 24 hours hundreds, or more commonly thousands, 
of polymorphonuclear leucocytes appear in each c. mm. 
of C.S.F.; these rapidly disappear, but 4 to 8 days later 
there is a second rise in the number of cells, which are 
now all lymphocytes. There is a concomitant rise in the 
protein content of the C.S.F., but this is less marked than 
the pleocytosis. 

In this paper from the United Oxford Hospitals and 
Stoke Mandeville Hospital, Aylesbury, the authors com- 
pare the reactions obtained in a group of 19 psychotic 
patients with normal meninges with those in a group of 
25 patients with disseminated sclerosis. In the patients 
with disseminated sclerosis, as in the control group, no 
definite C.S.F. reaction was obtained when the Mantoux 
reaction was negative. When the Mantoux reaction was 
positive, however, the reaction in those with dissemin- 
ated sclerosis was quite unpredictable, though there was 
a tendency in many cases for the increase in C.S.F. pro- 
tein content to be far more marked than the pleocytosis— 
an exact reversal of the normal relationship as seen in the 
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control group—and on occasions to reach surprising 
levels. The complete or partial suppression of the poly- 
morphonuclear leucocytosis in some cases was equally 
remarkable. The authors compare these reactions with 
those seen in control subjects who had been given a dose 
of cortisone before the injection of tuberculin, which in 
many respects were very similar. 

The effects of vaccination of Mantoux-negative sub- 
jects with Wells’s vole bacillus was also different in 
patients with disseminated sclerosis. In 4 control sub. 
jects the reactivity of both skin and meninges was con- 
verted rapidly, unequivocably, and simultaneously from 
negative to positive. In 3 cases of disseminated sclerosis 
the results were anomalous, the meninges becoming 
sensitive before the Mantoux reaction became positive 
in 2 cases, while in the third the Mantoux reaction became 
positive a month before the meningeal reaction. 

The authors comment that since the intrathecal tuber- 
culin response must be accepted as a true antibody- 
antigen reaction, it follows that a consistent distortion of 
this pattern in disseminated sclerosis must indicate that 
the normal immunological processes are disordered, 
Most of their findings could be accounted for on the 
hypothesis that in this disease some substance is at work 
exerting a cortisone-like effect. 

[This is a most interesting piece of work and should 
stimulate further investigation along these lines.] 

N. S. Alcock 


450. Schilder’s Disease and Subacute Sclerosing Leu- 
coencephalitis. (Maladie de Schilder et leucoencéphalite 
sclérosante subaigué) 

L. van BoGAERT, J. RADERMECKER, and S. Tuiry. Revue 
neurologique (Rev. neurol. (Paris)] 95, 185-206, Sept., 
1956 [received Feb., 1957]. 11 figs., 12 refs. 


Since Schilder’s original descriptions in 1912 to 1914 
three conditions have been eponymized as “‘ Schilder’s 
disease’’. The condition described by Schilder as 
encephalitis periaxialis diffusa is now regarded as an 
acute form of disseminated sclerosis. The 2 other cases 
reported by Schilder are now thought to have been 
examples of subacute sclerosing encephalitis and of 
familial leucodystrophy. 

The present authors describe, from the University of 
Liége, one example each of encephalitis periaxialis 
diffusa and of familial leucodystrophy, and 2 of sub- 
acute sclerosing encephalitis, in all cases with electro- 
encephalograms (EEG) and full pathological details. 
The EEG in both cases of subacute sclerosing ence- 
phalitis showed the typical generalized paroxysms of 
slow activity. The authors conclude that, although 
clinically encephalitis periaxialis diffusa and subacute 
sclerosing encephalitis have much in common, they can 
easily be distinguished, both electroencephalographically 
and pathologically. In the latter condition there are 
diffuse inflammatory changes in the cerebral cortex, the 
optic nerves, the ventral nuclei of the pons, and the 
dentate nuclei, and these are specific for the disease. 
Subacute sclerosing encephalitis is to be regarded as 
inflammatory in origin, whereas familial leucodystrophy 
is thought to result from a disturbance of myelin meta- 
bolism. L. G. Kiloh 
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Psychiatry 


45!. The Use of Dermal Configurations in the Diagnosis 
of Mongolism 

N. F. Wacker. Journal of Pediatrics {J. Pediat. 50, 
19-26, Jan., 1957. 4 figs., 5 refs. 


‘he author has compared the finger, palmar, and 
plantar dermal ridge patterns of 150 mongols with those 
of 540 control subjects, of whom more than 40 were 
me tally defective. Of the mongoloid imbeciles, 70°% 
shc wed combinations of patterns not seen in the controls, 
an 76% of the controls showed combinations not seen 
in'1e mongols. As the dermal configurations are formed 
in he 3rd or 4th month of foetal life and persist until 
de th, their characteristics are of value in diagnosis at 
an’ age. [The methods of recording are too complex to 
be Jescribed in an abstract, diagrams being necessary for 
th :r understanding and use. The original article should 
be -ead by those interested in the practical application of 
the method.] G. de M. Rudolf 


45.. 
Sti.dy 
B. ACKNER, A. Harris, and A. J. OLDHAM. Lancet 
[Lc ncet] 1, 607-611, March 23, 1957. 21 refs. 


Insulin Treatment of Schizophrenia. A Controlled 


“he authors regard the published evidence of the value’ 


of nsulin coma therapy in schizophrenia as unconvinc- 
ing . and quote recent criticisms and the advent of ataractic 
dr:gs as indicating the need for an urgent reassessment of 
thc results of insulin treatment. Fallacies which have been 
present in some former studies include insufficient atten- 
tio 1 to subtypes of schizophrenia; failure to distinguish 
aciite from chronic illnesses; disregard of the modern 
terdency to receive in hospital less severely ill patients; 
disregard of changing hospital attitudes and environ- 
mental therapy; inadequate controls; inconsistency of 
te-hnique in giving treatment; and failure to exclude 
bius and the use of variable and ill-defined criteria in the 
assessment of outcome. 

A controlled study carried out on patients at the 
Maudsley and Bethlem Royal Hospitals, London, and 
at Cane Hill Hospital, Coulsdon, Surrey, was designed to 
avoid these fallacies. Patients were drawn from a group 
aged 18 to 40 who had had no previous attack of psy- 
chosis and had a history of less than a year’s symptoms, 
and diagnosis with allocation to subtypes was carried out 
by physicians who were not concerned with therapy. 
Atypical cases, patients already showing signs of recovery, 
and patients with a ‘“‘ marked abnormal personality ” 
were excluded. Patients with schizo-affective and cata- 
tonic disorders were first given ten electric convulsions, 
and only the unrecovered of these entered the research 
group together with paranoid and hebephrenic schizo- 
phrenics. The patients of each sex and of each diag- 
nostic group were now divided at random into a group 
receiving insulin therapy and a group receiving barbi- 
turate narcosis by mouth; the latter also received in- 
active control injections, and the former inactive control 


oral medication. The general therapeutic environment 
was identical. Insulin coma was interrupted with 
glucose and barbiturate coma with dexamphetamine, 
each given by the nasal route. In each case 35 to 40 
coma treatments were given. 

The results of treatment on clinical state and social 
status were assessed on its completion and again after 
6 months by the same 2 physicians who had made the 
selection originally and who remained ignorant of what 
form of therapy had béen given. ~ Clinical state in each 
case was classified as symptom-free, with residual defect, 
or with psychotic symptoms still present. Social status 
was classified as independent, socially dependent, or 
hospital inmate. All these terms are defined. The first 
25 pairs, matched as to sex and subtype, have now 
reached the 6-month follow-up period; 18 of the pairs 
were paranoid, 6 hebephrenic, and one schizo-affective. 
The results on each scale, clinical and social, are effec- 
tively identical for the two treatments, except that 6 
patients in the insulin group remain in hospital as 
opposed to 10 in the barbiturate control group, though 
this difference is statistically not significant. Six months 
after treatment 40°% of patients remain fully recovered. 

These findings are interpreted as suggesting that in- 
sulin is not a specific therapeutic agent, although no 
conclusions can be drawn about the value of the “‘ coma _ 
regime ”’—and its accompaniments—in general. The 
results in a larger series of cases, and after a longer 
follow-up, will be reported later. A. C. Tait 


453. Benactyzine in Psychiatric Treatment. (La benacty- 
zine en therapeutique psychiatrique) 

M. A. Garpes and M. LAUuLAN. Presse médicale 
[Presse méd.] 65, 180-182, Jan. 30, 1957. 16 refs. 


At the Psychiatric Hospital of Chateau-Picon, Bor- 
deaux, 16 patients, including cases of psychoneurosis, 
mania, manic depressive psychosis, chronic depression, 
paraphrenia, and schizophrenia, were treated with 
benactyzine. In all cases the illness was of long standing 
and the prognosis was regarded as poor. Many of the 
patients had been treated with electric convulsion 
therapy, deep insulin coma, and chlorpromazine with 
little benefit. The usual dosage of benactyzine was 
0-9 mg. daily for 2 days, then 1-8 mg. daily for 2 days. 
Subsequently the dose was increased every 2 or 3 days 
by 0-9 mg. until an effective level was reached. In very 


_ disturbed patients an initial daily dose of 2 to 4 mg. was 


given, increasing to 8 mg. daily by the fourth day. 
Beneficial effects were seen after one week and were 
maximal after 10 days. Nearly all the patients became 
more sociable, conversed more freely, and expressed 
their preoccupations more readily. In particular there 
was a marked reduction of tension. The most spectacular 
results were seen in manic episodes and in manic depres- 
sive psychoses. [Early reports of the value of benac- 
tyzine were enthusiastic, but subsequent experience has 
been less encouraging. ] L. G. Kiloh 
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Dermatology 


454. Unconditioned Reflexes of the Salivary Glands in 
Patients with Eczema and Neurodermatitis. (CocrosHue 
€esycnoBHOH pedneKTOpHOH MeCATENbHOCTH 
y OObHBIX 3K3EMOH H 

S. A. KRASTELEVSKAYA. Becmuux J[epmamoaoeuu u 
Beneponoeuu (Vestn. Derm. Vener.) 7-12, No. 1, 
Jan.—Feb., 1957. 4 figs. 


Unconditioned salivary reflexes in patients suffering 
from eczema and neurodermatitis have been studied at 
the First Medical Institute, Leningrad. The special 
apparatus employed consisted of three ‘ capsules ” 
placed inside each other, the inmost capsule serving 
to collect the saliva and being connected by rubber 
tubing to a graduated container for measuring its amount. 
The central capsule served to fix the apparatus to the 
opening of the salivary duct by means of suction, and the 
outer capsule, which had perforations on its surface, was 
for supplying the area with irritant fluid to provoke the 
reflex. This fluid consisted of a 0-5°% solution of citric 
acid, 30 ml. of which was applied to the mucosa every 
10 to 12 seconds during 3 minutes, the “ latent time ”’, 
that is, the time from the application of the irritant to the 
moment when salivation began, being recorded. Most 
of the experiments were performed on the salivary duct 
of the parotid gland. 

Of the 105 subjects investigated, 58 had eczema, 27 
neurodermatitis, and 20 served as controls. It was 
established that in normal healthy persons the latent time 
ranged from 10 to 40 seconds and the amount of saliva 
from 2 to 3-5 ml. In most of the patients with eczema 
the latent time was shortened (1 to 10 seconds) and the 
amount of saliva increased (3-6 to 8 ml.), but in those 
with neurodermatitis the latent time was greatly increased, 
ranging from 70 to 300 seconds, while the quantity of 
saliva was diminished (0-3 to 1-7 ml.). In only 4 cases of 
eczema and 5 of neurodermatitis were contrary results 
obtained. With improvement in the disease the rate and 
amount of salivation tended to revert towards normal. 
It was noted that the secretion of saliva from the two 
parotid glands was asymmetrical. H. Makowska 


455. Trichophyton rubrum Infection in Families 
M. P. ENGuIisH. British Medical Journal (Brit. med. J.} 
1, 744-746, March 30, 1957. 1 fig., 11 refs. 


The epidemiology of Trichophyton rubrum infection 
was studied at the Bristol Royal Hospital in 19 families, 
at least one member of which was known to be infected. 
The disease had spread in 9 families, and 13 of the 48 
contacts were infected. Within each family the isolates 
were mycologically of the same type. The minimum 
duration of exposure before a contact showed signs of 
the disease was one year, but one girl was exposed for 
15 years before infection became apparent. In most 
cases the disease began in the toe-webs and then spread 
to the nails, which were attacked in 78° of infected sub- 
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jects. Cross-infection with Trichophyton rubrum ip 
families is important, and the author discusses simple 
hygienic precautions against this form of spread. 

G. W. Csonka 


456. Athlete’s Foot Fungi on Floors of Communal 
Bathing-places 

J. C. GENTLES. British Medical Journal (Brit. med. J) 
1, 746-748, March 30, 1957. 2 figs., 6 refs. 


A recent survey of foot ringworm in groups OT in- 
dustrial workers showed that there is spread of infection 
among users of communal bathhouses. The floor of a 


.communal bathhouse serving a colliery near Glasgow 


was sampled before and after use for the presence of the 
infecting organism of foot ringworm. No fungi were 
isolated from the clean floors, and the distribution of 
fungi after use of the bathhouse varied when tested on 
two occasions. From this it appears that the presence 
of dermatophytes as saprophytic colonies on the floor is 
unlikely, and it is suggested that the spread of infection 
is by transfer of infected skin fragments. The risk of 
such fragments being picked up on feet in direct contact 
with the floors is considerable, and the use of sandals 
or the application of some fungicidal preparation after 
bathing is advocated. G. W. Csonka 


457. Sources and Carriage of Cutaneous Infection 

B. RussELL. Transactions of the St. John’s Hospital 
Dermatological Society (Trans. St John’s Hosp. derm. 
Soc. (Lond.)| 3-9, No. 36, 1956. 1 fig., 9 refs. 


458. Bacterial Reservoirs 
J. PERRIN. Transactions of the St. John’s Hospital 
Dermatological Society [Trans. St John’s Hosp. derm,. 


Soc. (Lond.)| 10-13, No. 36, 1956. 21 refs. 


459. Amodioquin (Camoquin) in the Treatment of 
Discoid Lupus Erythematosus 

R. C. V. Rosinson, H. M. Rosinson, and J. F. SrRAHAN. 
Bulletin of the School of Medicine, University of Maryland 
[Bull. Sch. Med. Maryland] 42, 14-16, Jan., 1957. 


Amodiaquine (“‘ camoquin”’) was given to 22 adults 
with discoid lupus erythematosus for 8 to 54 weeks. 
Partial involution of lesions was noted in 7 patients, and 
almost complete involution of lesions in 15. No serious 
adverse reactions were observed. during the treatment 
period. Amodioquia is an effective drug in the treat- 
ment of discoid lupus erythematosus.—[From the 
authors’ summary.] 


460. Dermatoses in Patients Receiving Chemotherapy 
for Systemic Tuberculosis 

S. W. Becker and S. H. Mounce. A.M.A. Archiyes of 
Dermatology [A.M.A. Arch. Derm.] 75, 333-344, March, 
1957. 3 figs., bibliography. 
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NEONATAL DISORDERS 


46’. Perinatal Death from Foetal Exsanguination 
A. P. B. MITCHELL, G. S. ANDERSON, and J. K. RUSSELL. 


tka Medical Journal (Brit. med. J.) 1, 611-614, 
March 16, 1957. 13 refs. 
nunal During the 5-year period 1951-6, 9 cases of antenatal 
foc.al blood loss were seen at the Princess Mary Maternity 
d. J.) Hospital, Newcastle upon Tyne. In 3 blood was 
los' from ruptured vasa praevia and in 3 others blood 
in- los. was associated with velamentous insertion of the 
ction MH cord or with a succenturiate lobe of the placenta. In 
ofa one case there was a circumvallate placenta and in one 
isgzow HM a ‘octal vessel was damaged following induction of 
of the labour. No obvious cause for the haemorrhage was 
were found in the remaining case. Antepartum haemorrhage 
on of was the presenting feature in 8 of the 9 cases. Seven 
>d on @ of ‘he infants died. 
sence The authors discuss the value of a modification of 
oor is ™ Singer’s alkali-denaturation test for the detection of 
ction H focial haemoglobin, and point out the possible fallacies 
sk of @ when the sample tested contains little haemoglobin or 
yntact # when the specimen is stained with meconium. In their 
ndals # experience, the clinical features of -blood loss may not 
after # be obvious, but in the presence of antepartum haemor- 
nka rhage the diagnosis may be made by testing the blood 
of the mother and the blood lost vaginally by the alkali- 
denaturation test for foetal haemoglobin. 
spital R. M. Todd 
derm 
462. Influence of Selective Induction of Labour on 
Mortality in Haemolytic Disease of the Newborn 
‘ O. D. FisHer. British Medical Journal (Brit. med. J. 1, 
pe: | 615-617, March 16, 1957. 10 refs. 
™ The view expressed in Memorandum No. 27 of the 
Medical Research Council (1952) that premature in- 
at of duction of labour has no place in the routine treatment 
of haemolytic disease of the newborn is discussed in the 
Anan, light of experience of 143 infants with rhesus incom- 
ryland patibility born at the Royal Maternity Hospital, Belfast, 
7 during the 5 years ending December 31, 1955. In one 
unit in the hospital selective induction of labour was 
adults § undertaken and in the other unit spontaneous delivery 
weeks. was preferred. Exchange transfusion was carried out in 
S, and all infants with a haemoglobin level below 14-8 g. per 
eri0us @ 100 mi. and in those with a haemoglobin level between 
tment § 14.8 and 17-7 g. per 100 ml. if the serum bilirubin level 
treat Bas more than 2-7 mg. per 100 ml. 
nthe The decision to carry out premature induction was 
influenced by the history of a previous severely affected 
or stillborn child with haemolytic disease, a rising rhesus 
herapy @ antibody titre, and a homozygous rhesus-positive father. 
Labour was induced in 76 patients; 68 of the infants in 
ives of @ this group received an exchange transfusion and the 
March, @ mortality was 16%. Delivery was spontaneous in 


Paediatrics 


‘ 


63 patients; 29 of the infants received an exchange 
transfusion and the mortality was 29°%. 

It is emphasized that each rhesus-incompatible preg- 
nancy should be treated on its merits, and that a method 
for determining the severity of haemolytic disease during 
pregnancy should be devised. Induction is advised: 
(1) at about the 36th week when the antibody titre is 1 in 
64 or higher after the 32nd week; (2) at the 38th week if 
the father is homozygous and the maternal antibody 
titre is high but stationary; and (3) when there is history 
of severe haemolytic disease in previous pregnancies. 
Spontaneous delivery is recommended when the anti- 
body titre is below 1 in 64 and stationary. 

R. M. Todd 


463. Concentration of Fibrinogen in the Plasma of 
Normal Newborn Infants 

P. M. Taytor. Pediatrics [Pediatrics] 19, 233-240, Feb., 
1957. 5 figs., 19 refs. . 


The author has studied the levels of fibrinogen in the 
blood of 45 normal babies and 36 of their mothers at 
the Elizabeth Steel Magee Hospital, Pittsburgh, 34 of the 
babies being coloured and 11 white, while 20 were male 
and 25 female. None shgwed any haemorrhagic ten- 
dency and each baby had received 2:5 mg. of a vitamin-K. 


preparation by intramuscular injection soon after birth. | 


A control group consisted of 30 healthy young adults, 
16 men and 14 non-pregnant women. Estimations were 
made initially within 12 hours of birth and then daily up 
to 6 days after birth in some cases. The babies’ blood was 
usually obtained from the internal jugular vein and that 
of the mothers and control subjects from the antecubital 
vein. Syringes and needles were rinsed with sterile 
isotonic saline before venepuncture, and 2:25 ml. of 
blood was added to 0-25 ml. of a 0-1 molar solution of 
sodium citrate in a clean glass tube and shaken gently. 
After centrifuging the plasma was removed and its 
fibrinogen content estimated within a few hours by the 
clot-density method of Losner et al. (J. Lab. clin. Med., 
1951, 38, 28), which is essentially a modification of the 
Quick one-stage prothrombin test using a spectrophoto- 
meter. Two estimations were carried out on each 
specimen and the average taken, the estimation being 
repeated if the results differed by more than 10 mg. per 
100 ml.; the whole-blood clotting time was determined 
by a modified Lee—White method. — 

The fibrinogen concentrations in the control group 
ranged from 217 to 354 mg. per 100 ml., with a mean of 
280 +7. In the babies on the day of birth the range was 
from 192 to 398 mg. per 100 ml. (mean 231+6). There 
was no correlation of serum fibrinogen level with sex, 
race, or birth weight, or with estimated gestational age. 
The mean concentration of fibrinogen increased slightly 
in the first few days. of life, but there was considerable 
individual variation. There was no correlation between 
the fibrinogen level and the clotting time. Maternal 
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fibrinogen levels ranged from 305 to 674 mg. per 100 ml. 
(mean 440+-15). Thus the levels of fibrinogen in the 
infants at birth tended to be below and those in the 
mothers were all above the mean control level, but there 
was some overlap. No correlation was found between 


. maternal and infant levels of fibrinogen, although the 


level in the baby was always below that in its mother. 
In 17 babies serial haemoglobin estimations and ery- 
throcyte counts showed daily fluctuations which were not 
related to changes in the fibrinogen content of the blood. 
Preliminary observations showed a possible relationship 
between plasma bilirubin and fibrinogen levels. Limited 
data on perinatal oxygen lack showed no correlation 
with plasma fibrinogen levels. Pamela Aylett 


464. Blood Prothrombin, Proconvertin and Proaccelerin 
in Normal Infancy: Questionable Relationships to Vita- 
min K 

J. W. Fresu, J. H. FerGuson, C. STAMEY, F. M. MORGAN, 
and J. H. Lewis. Pediatrics [Pediatrics] 19, 241-251, 
Feb., 1957. 4 figs., 22 refs. 


The authors determined the levels of prothrombin, 
Factor V (proaccelerin) and Factor VII (proconvertin) 
in cord blood from 125 babies born at the Memorial 
Hospital (University of North Carolina School of 
Medicine), Chapel Hill, N.C. The estimations were 
carried out immediately, 0-1 ml. of plasma, diluted 1 in 10 
with saline, being added to 0-1 ml. of substrate lacking 
the factor to be assayed and clotting timed at 37° C. after 
adding calcium and thron®eplastin. Further assays 
were carried out in 114 cases on blood obtained from a 
heel prick at intervals up to 12 weeks of life by a modified 
micro-method. A daily control estimation was carried 
out on an adult by the same micro-method, and the 
clotting times for infants’ blood were expressed as per- 
centages of the normal standard after correction for any 
daily variation in the control value. Of the 125 cases in 
which cord blood was examined, in 57 the mother had 
received vitamin K (10 mg. intramuscularly) ante partum 
and in 68 she had not. The 114 babies studied after 
birth were divided into four groups, in which (1) vitamin 
K was given to neither mother nor child; (2) vitamin K 
(10 mg. intramuscularly) was given to the mother only, 
ante partum; (3) vitamin K (5 mg. intramuscularly) was 
given to the baby only, at birth; and (4) vitamin K in 
the above doses was given to both mother and baby. 

It was found that the content of Factor V in the babies’ 
blood was at or above the normal adult level at birth and 
throughout the period of study, and the authors suggest 
that this may compensate for deficiencies of the other two 
factors in maintaining the *‘ prothrombin time” within 
normal limits. On the other hand the levels of prothrom- 
bin and Factor VII were low at birth and fell further 
during the first 2 or 3 days of life, with a secondary fall 
at one to 6 weeks of age, though there were wide indivi- 
dual variations. No correlation could be found between 
the levels of these factors or their fluctuations and the 
dosage of vitamin K received. Haemorrhage did not 
occur in any of the babies studied. 

[This paper indicates the many apparent unresolved 
contradictions between blood physiology and haemor- 
rhagic disease in the newborn.] Pamela Aylett 
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465 (a). Studies in Hyperbilirubinemia. I. Hyperbili- 
rubinemia of the Newborn Unrelated to Isoimmunization 
A. K. and W. W. ZueELzer. A.M.A. Journal of 
Diseases of Children [A.M.A. J. Dis. came 93, 263-273, 
March, 1957. 4 figs., 16 refs. 


465 (5). Studies in Hyperbilirubinemia. II. Clearance 
of Bilirubin from Plasma and Extravascular Space in 
Newborn Infants during Exchange Transfusion 

A. K. Brown, W. W. ZuELZeER, and A. R. RosINson, 
A.M.A. Journal of Diseases of Children [A.M.A. J. Dis, 
Child.] 93, 274-286, March, 1957. 8 figs., 14 refs. 


In the first of these papers the authors report their 
observations, carried out at the Children’s Hospital of 
Michigan, Detroit, on 50 newborn babies with hyper- 
bilirubinemia which was not due to blood-group incom- 
patibility or to disease of the liver. Three of these 
patients who had congenital haemolytic anaemia and 
one who had a hepatic cyst are not discussed in detail, 
Of the remaining 46 infants, 24 were born at full term 
and 22 were premature. The plasma bilirubin levels in 
both groups ranged from 11 mg. per 100 ml. on the first 
day to 32 mg. per 100 ml. on the 8th day of life, but 
no abnormal clinical features, apart from jaundice, were 
encountered. The high bilirubin levels were not found 
to be related to treatment with oxygen, vitamin K, or 
sulphonamides. 

Exchange transfusion was given to 6 of the full-term 
infants, with no deaths, and to 15 of the 22 premature 
infants. Among the latter there were 3 deaths; in 2 of 
these cases the infant had received exchange transfusion 
and both had kernicterus, while the remaining death 
was that of a baby who had been transfused, but kernic- 
terus was not found at necropsy. Although liver function 
tests on 20 of the infants gave normal results, the authors 
consider that the primary cause of hyperbilirubinemia in 
these babies was hepatic. 

In the study described in the second paper the authors 
investigated the effect of exchange transfusion on the 
plasma bilirubin levels of 7 infants with hyperbili- 
rubinemia. In 3 of these cases haemolytic disease was 
responsible for the raised bilirubin level, but in the other 
4 no haemolytic process was demonstrable. The per- 
centage of the original foetal erythrocyte mass remaining 
at any given point during or after exchange transfusion 
was taken as a valid estimate of the completeness of the 
exchange. 

The results of estimation of the haemoglobin and 
bilirubin levels in 4 of the patients are described in 
detail. They showed a variable discrepancy between the 
foetal haemoglobin level after transfusion and the bili- 
rubin level (thé rebound phenomenon), and seemed to 
provide further evidence for the belief that there is a 
flow of bilirubin from extravascular sources into the 
plasma during and after exchange transfusion. It is 
argued that the plasma bilirubin level represents an 
equilibrium between the bilirubin content of the vascular 
and extravascular compartments; and that, in its turn, 
the extravascular bilirubin content is influenced by the 
intracellular bilirubin concentration. In these circum- 
stances, the authors suggest, it is unrealistic to speak of 
a critical level of bilirubin in the plasma. They recom- 
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mend that when the purpose of an exchange transfusion 
is ‘(0 remove excess bilirubin better results are obtained 
if the procedure is carried out very slowly and large 
amounts of blood are used. R. M. Todd 


465. Pulmonary Lesions of Newborn Infants. A Statis- 
tical Study é 

B. H. Lanpinc. Pediatrics [Pediatrics] 19, 217-223, 
Fcb., 1957. 4 figs., 14 refs. 

The author presents an analysis of the histological 
findings in the lungs of 125 babies (71% male, 29% 
fe: rale) dying up to 7 days after birth and examined at 
th. Children’s Medical Center, Boston, during 1949 and 
1950. The presence of atelectasis (78°%), emphysema 
(7°°%), interstitial emphysema (659%), haemorrhage 


(6°%), pneumonia (33%), oedema (46%), aspiration of 


sc.iamous cells (63%), hyaline membrane (37%), or 
in: maturity of the epithelium of the terminal air spaces 
(54°%) was noted, and the statistical significance of the 
ccincidence of any two of these determined. 

Atelectasis was found to occur in association with 
p\ imonary immaturity, emphysema, and hyaline mem- 
biane in decreasing order of significance. There was 
a significant association of emphysema with atelectasis, 
ir erstitial emphysema, and the presence of squamous 
cc'ls, while interstitial emphysema was significantly asso- 
ciited with emphysema, immaturity, and hyaline 
membrane. Pulmonary haemorrhage was significantly 
a: sociated only with pneumonia and vice versa, while the 
la.ter was notably absent when pulmonary immaturity 
o hyaline membranes were present. Pulmonary oedema 
showed no significant association with any other con- 
dition. The presence of squamous cells in the alveoli 
Was not associated with lesions other than emphysema, 
and there was a significant negative association with 
hyaline membrane and pulmonary immaturity. Hyaline 
membrane was associated positively with pulmonary 
immaturity, interstitial emphysema, and atelectasis, and 
negatively with alveolar squamous cells and pneumonia. 
Pulmonary immaturity occurred in significant association 
vith hyaline membrane, atelectasis, interstitial emphy- 
sema, and female sex, and in negative association with 
pneumonia and alveolar squamous cells. Apart from 
pulmonary immaturity there was no significant difference 
in the sex incidence of the factors analysed. 

Graphs showing the incidence of each lesion in infants 
dying at different ages showed an early peak for hyaline 
membrane and a later peak for pneumonia, pulmonary 
oedema, pulmonary haemorrhage, and alveolar squamous 
cells. The lack of association between hyaline mem- 
brane and pneumonia “‘ can thus be explained by the 
fact that infants dying with hyaline membranes tend to 
die before pneumonia can develop”. The failure to 
demonstrate a relationship between pulmonary im- 
maturity and haemorrhage or between pulmonary 
oedema and hyaline membrane is emphasized. No 
obvious explanation for the association between inter- 
stitial emphysema, pulmonary immaturity, and hyaline 
membrane could be found. 

It is pointed out that the babies studied had been 
referred to the hospital from the place of birth and that 
the referral of premature infants was encouraged by the 


availability of financial aid. They cannot therefore be 
regarded as a representative series of babies dying in the 
neonatal period. It is also noted that mist therapy was 
used throughout for respiratory distress. [The pro- 
portion of premature infants in the series is hot stated.] 
Pamela Aylett 


467. Studies of Respiratory Insufficiency in Newborn - 


Infants. I. Correlation of Tidal and Minute Volumes 
with the Trend of the Respiratory Rates in Premature 
Infants 

H. C: and N. W. SMuULL. Pediatrics [Pediatrics] 
19, 224-232, Feb., 1957. 1 fig., 9 refs. 


The authors describe a study of respiration rate and 
minute volume in premature babies during the first 2 
weeks after birth which was carried out at the University 
of Kansas Medical Center, Kansas City. Babies with 
congenital malformation, sepsis, or haemolytic disease 
were excluded. The volume of expired air was measured 
repeatedly at varying intervals during the first 14 days 
of life by means of a face-mask less than 5 ml. in volume 
covering the infant’s nose and mouth and sealed with 
light petrolatum, from which the expired air was directed 
through a meter. The respiration rate with the mask 
off was recorded during the first hour after birth and 
again every few hours for 3 to 7 days. Application of 
the mask was found not to change the rate significantly. 
The infant was regarded as “ resting ”’ if the respiration 
rate during the test period (maximym 5 minutes) “‘ con- 
formed to the established trend” and did not exceed 


that observed, with the baby asleep or quiet, just before . 


starting the test. [The “ established trend ” was judged 
from a series of readings made under variable conditions 
and with the baby not necessarily in the resting state, 
while the pre-test observation was made over a period 
of one minute only. As a normal baby’s respiration rate 
is apt to vary from one minute to the next, it is difficult 
to accept this definition of resting 

The 40 infants tested were divided into 3 groups accord- 
ing to the trend of respiratory rate. (1) In 12 babies with 
a rate of about 40 per minute in the first hour and with 
“no significant fluctuation subsequently” the mean 
respiration rate was 35 per minute up to 12 hours after 
birth and the mean tidal volume 5-9 ml. per kg. birth 
weight up to 12 hours and 7-2 ml. per kg. up to 3 to 
7 days after birth. (2) In 13 babies with a respiration 
rate over 60 per minute in the first hour which fell to 
normal level afterwards the mean rate was 73 per minute 
up to 12 hours and 38 per minute up to 3 to 7 days after 
birth, while the mean tidal volumes over the same periods 
were 4°5 and 6:3 ml. per kg. birth weight respectively. 
None of the babies in Groups 1 and 2 died. (3) In 15 
babies the respiration rate increased significantly (by more 
than 15 per minute) after the first hour. These babies 
tended to become cyanosed and ill, all but 3 requiring 
oxygen administration, and one died with sclerema and 
pneumonia. The mean respiration rate was 65 per 
minute during the first 12 hours of life, 63 per minute 
from 13 to 48 hours after birth, and 46 per minute 3 to 
7 days after. The mean tidal volumes during the same 
periods were 3-9, 4-6, and 4-9 ml. per kg. birth weight 
respectively. 
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Infants whose respiratory rates were normal from 
birth (Group 1) had the highest mean tidal volume during 
the first 2 weeks of life. The mean resting tidal volume 
was significantly lower in the first week in Groups 2 
and 3 than in Group 1, the mean value in Group 3 
being lower at the end of the first week than that in 
Group | on the first day of life. By the end of the 
first day the mean tidal volume in all groups was at 
least 25°% greater than that noted in the first 3 hours, 
with unchanged respiration rate in Group 1, decreased 
respiration rate in Group 2, and significantly increased 
respiration rate in Group 3. 

[Expression of the tidal volume in ml. per kg. birth 
weight has caused some distortion of the data, since 
weight loss was not proportional to birth weight in all 
babies after birth and was greatest in the babies with 
prolonged increase of respiration rate (Group 3). More- 
over, respiration rates and tidal volumes varied over a 
considerable range within the three groups. The broad 
trends of the results do suggest, however, that an in- 
creased respiration rate more than one hour after birth 
may be a bad prognostic sign.] Pamela Aylett 


CLINICAL PAEDIATRICS 


468. Salmonellosis in Infants and Children. A Study of 
100 Cases 
W. A. CLype. Pediatrics [Pediatrics] 19, 175-183, Feb., 


1957. 2 figs., 16 refs. 


Previous studies of Salmonella infections have either 
been on a relatively small scale or have dealt mainly with 
such infection in adults. The author, working at 
Vanderbilt University, Nashville, Tennessee, has ana- 
lysed 100 consecutive cases of Salmonella infection 
(exclusive of typhoid fever) in children under 16 years 
of age. The patients were divided into three categories 
according to the main clinical syndrome: (1) gastro- 
intestinal infections, (2) Salmonella septicaemia, and 
(3) localized infections or complications; the clinical 
features of these syndromes are described. The over-all 
mortality was 5%; of the 5 who died, 3 had a primary 
disease other than the salmonellosis. The peak age 
incidence was 4 months, 92°% of the patients were under 
6 years of age, 46°% aged less than one year, and there 
was a 3:2 ratio of males to females. The highest yearly 
incidence occurred in the years 1941 to 1943, and the 
seasonal incidence was greatest in the months of July to 
October. 

Most groups of Salmonella were isolated from the 
various patients; they included S. paratyphi A, B, and C, 
S. typhimurium, S. choleraesuis, S. newport, S. enteriditis, 
and others and their cultural features are described. 
Treatment consisted mainly in chemotherapy with 
various agents and supportive measures. Over the years 
the duration of the illness did not appear to have been 
affected by the different types of treatment employed. 
Salmonellosis in infants differs from the disease in adults 
by virtue of a more acute onset, leucocytosis in infants 
and leucopenia in older children, and a higher incidence 
of complications. Winston Turner 
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469. A Clinical Approach to Infantile Colic. A Review 
of Ninety Cases 

L. Brestow. Journal of Pediatrics [J. Pediat.| 50, 196- 
206, Feb., 1957. 32 refs. 


The author has studied 90 infants seen in private 
practice and at University of Illinois Paediatric Clinic, 
Chicago, who were suffering from infantile (“‘ 3 months’ ”) 
colic. Only 16 of these children were breast-fed. Faulty 
feeding techniques (2-2°%) or under-feeding (11-2°%) were 
responsible for only 13-49% of all the cases, although 
under-feeding was important in the small breast-fed 
group. 

By a process of elimination the cause of the colic was 
traced to carbohydrates (mostly starch hydrolysates such 
as “* dextri-maltose ”’) which were added to the feeds 
in 20 (22:2%) of the cases. Discontinuing the added 
carbohydrate led to recovery, but the colic returned on 
again adding the offending carbohydrate to the feeds, 
Butterfat seemed responsible for the colic in 10 cases 
(11:2%). The colic disappeared when the butterfat 
content of the feeds was reduced by 50°% or more, 
although it was assumed that the type of fat rather than 
the quantity was the responsible factor. These 10 
infants did not subsequently develop the coeliac syn- 
drome. In 9 cases (10%) the colic was due to allergy 
to milk. All these infants showed other evidence of 
allergy and all responded to a milk-free diet. 

In most of the remaining infants it was either not 
possible to determine a single aetiological factor or a 
variety of less common causes was blamed for the 
symptoms. Thus 19 infants were labelled as psycho- 
somatic cases because the various processes of elimina- 
tion had proved unsuccessful and also because of 
emotional instability in the parents. It is suggested that 
the treatment of infantile colic should consist in an 
attempt to eliminate the aetiological factors rather than 
in a direct attack upon the resultant spasm. 

John Lorber 


470. Course and Management of *s Disease 
G. G. Wyte. Lancet [Lancet] 1, 847-850, April 27, 
1957. 1 fig., 14 refs. 


The author discusses the diagnosis and management 
of Hirschsprung’s disease on the basis of his experience 
with 152 cases treated at the Hospital for Sick Children, 
Great Ormond Street, London, since 1948. Hirsch- 
sprung described the disease in 1888, but it is only since 
1948 that its pathology has been understood and rational 
surgical treatment evolved. 

The clinical features in the neonatal period are, 
typically, slight regurgitation of feeds, slight abdominal 
distension, and passage of an unusually small amount of 
meconium. The anus looks small, but is readily dilated. 
The rectum is empty and the finger is gripped by the 
narrow recto-sigmoid section. When the finger is with- 
drawn meconium and gas escape. In later infancy and 
childhood there is a history of constipation from an 
early age, though its onset may be delayed in a few cases. 
The constipation is punctuated by episodes of intestinal 
obstruction or of putrefactive diarrhoea, with oves- 
flow of foul-smelling liquid; the infant quickly becomes 
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ill, dehydrated, and toxic, and suffers from malnutrition, 
whi'e the abdomen may become greatly distended. The 
findings on rectal examination are again characteristic, 
exp'osive expulsion of liquid faeces and gas occurring 
when the finger is withdrawn. The growth and develop- 
ment of the child is retarded in a few cases. The 
severity of the symptoms is often correlated with the 
len :th of the aganglionic bowel segment, but this is not 
in\ iriably so. The diagnosis is confirmed by barium- 
ene na x-ray examination and rectal biopsy. The radio- 
jog:cal diagnosis depends upon recognition of the contrast 
bet veen the distended obstructed bowel and the un- 
expanded segment below, which can usually be demon- 
str: ted clearly. 

}1 the neonatal period Hirschsprung’s disease must be 
dis inguished from anal stenosis and other types of 
int. stinal obstruction occurring in this period. In anal 
ste 10sis there is a rigid stricture which cannot be dilated 
eas ly. In intestinal atresia the symptoms are usually 
est. blished by the end of the first day, but although the 
fin-ings on rectal examination may be very similar to 
the se in Hirschsprung’s disease, withdrawal of the finger 
is 1 ot followed by the characteristic passage of meconium 
an. gas. Plain radiography may be a great help in 
die gnosis, Hirschsprung’s disease being the most likely 
ca..se of dilatation of the large bowel, but the distinction 
be ween large- and small-bowel distension may be pos- 
sitie only at laparotomy. If at operation distension is 
foi.nd to extend into the large bowel and there is a cone- 
sh. ped narrowing below, the diagnosis will be clear, but 
wi ere there is a long aganglionic segment extending into 
the small bowel the appearances may be very similar to 
those of meconium ileus, and small-bowel biopsy will be 
ne-essary. During infancy the condition must be dis- 
tir guished from feeding problems, chronic constipation, 
ga tro-enteritis, and coeliac disease. During childhood 
colonic inertia is a condition with which Hirschsprung’s 
disease ‘may be confused. 

The management of the condition varies with the age 
of the child, but should be designed to prevent obstruc- 
tive episodes and consequent retardation of growth until 
Swenson’s operation (resection of the aganglionic seg- 
ment) can be performed. In the neonatal period all 
that is necessary as a rule in mild cases is to perform 
regular anal dilatation. In more severe cases, when anal 
dilatation is insufficient, colonic lavage should be carried 
out—with due care, as the bowel wall may be very thin. 
Saline should be used, soap and water enemata being 
dangerous. In this way obstructive episodes can usually 
be overcome, but emergency colostomy is sometimes 
needed. If the episodes become frequent Swenson’s 
operation is often possible when the baby is no more 
than 6 weeks old. Colostomy, if necessary as a pre- 
liminary procedure, should be sited just above the 
contracted segment of bowel so as to leave an adequate 
length of proximal bowel for the performance of Swen- 
son’s operation later. If the aganglionic segment extends 
into the proximal half of the large bowel or involves the 
small bowel ileostomy is probably the best procedure. 
When the small intestine is involved great care must be 
taken to perform the ileostomy proximal to the agan- 
glionic part of the ileum. A biopsy should be taken 

L 


from the ileum and also from the rectum so that the 
definitive operation can be planned and performed 
successfully. Examination of frozen sections during the 
operation is of great value. Charles Nicholas 


471. Treatment of Hirschsprung’s Disease by Swenson’s 
Operation 

G. G. Wy ue. Lancet [Lancet] 1, 850-855, April 27, 
1957. 3 figs., 11 refs. 


Satisfactory results from Swenson’s operation in cases 
of Hirschsprung’s disease have been reported by many 
authors, but few of these reports include details of bowel 
function after the operation. The present report, which 
deals particularly with this aspect, is concerned with 
128 boys and 28 girls with Hirschsprung’s disease who 
have been treated by Swenson’s operation since 1948 at 
the Hospital for Sick Children, Great Ormond Street, 
London. In most cases the operation was performed 
between the ages of 1 and 5, but in 33 it was performed 
during the first year of life. Preliminary colostomy was 
performed for acute intestinal obstruction, on older 
children with great dilatation and distension of the 
bowel, on infants who did not respond to colonic irriga- 
tion, and on children in whom the narrow, aganglionic 
bowel segment was unusually long, a transverse colostomy 
being preferred. Preparation for Swenson’s operation 
consisted in daily colonic lavage, correction of anaemia 


if present, and the administration of succinylsulphathia- — 


zole and streptomycin or oxytetracycline. 
The technique used in this series is described as follows. 


A catheter and Ryle’s tube are passed before the opera- . 


tion and a blood transfusion given during the operation. 
The child is placed in the modified Trendelenburg’s 
position on a table of suitable size and a sheet barrier 
is placed between the abdomen and perineum. If the 
colon is still greatly distended when the abdomen is 
opened flatus is released by means of a sigmoidoscope. 
A length of bowel proximal to the narrow segment 
sufficient to reach down to the anus is then mobilized. 
If the narrowed sigmoid segment is long there may be 
insufficient colon distal to a colostomy for this to be 
possible. In this case it is best to perform a left hemi- 
colectomy and to mobilize the ascending colon to meet 
the anal canal. The narrowed segment is then dissected 
to the pelvic floor and the dissection continued on the 
rectal wall below the peritoneal reflection. The bowel 
is then divided well above the narrow segment, and the 
lower part intussuscepted by means of the sigmoidoscope 
and brought out through the anus. It is important to 
carry the rectal dissection right down to the anus or 


_ complete intussusception will not be possible and there 


will be a risk of leaving a section of aganglionic bowel 
behind. The whole of the aganglionic segment is 
excised after it has been brought out through the 
perineum. The proximal bowel is then brought through 
the anal canal and the anastomosis performed in the 
perineum with one layer of interrupted stitches. Intra- 
venous infusions are continued for 24 hours after the 
operation. Catheter drainage of the bladder is neces- 
sary for 24 hours and 10,000 units of penicillin per Ib. 
(22,000 units per kg.) body weight and 20 mg. of strepto- 
mycin per lb. (44 mg. per kg.) are given daily for 5 days. 
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Flatus may be troublesome, and is released by frequent 
insertion of a flatus tube. Bowel actions normally 
begin 48 to 72 hours postoperatively. 

Shock was responsible for 3 deaths in the present series. 
Ischaemic necrosis of the distal colon, due to anasto- 
mosis under tension, occurred in 2 cases, and pelvic 
peritonitis in 6. Discharge of pus through the suture 
line and subsequent stricture formation occurred in 2 
cases and there was one case of ischio-rectal abscess and 
fistula. Disruption of the wound occurred in 6 cases 
with recovery in all. There were 7 cases of intestinal 
obstruction, of which 2 were fatal; the obstruction was 
due to peritoneal adhesions and small-bowel volvulus. 
Stricture at the suture line occurred in 7 cases, but 
responded to regular dilatation in all but one, in which 
proximal colostomy had to, be performed. Chronic 
retention of urine with overflow occurred in one case. 
One death occurred from functional colonic distension. 

In the survivors there was great improvement in general 
health and appetite, and most of the children gained 
weight. In assessing bowel function children under the 
age of 3 years were excluded, leaving 102 patients who 
had been followed up for at least 3 months for review. 
Of these, 55 were normal in every way. Constipation 
was the commonest difficulty, occurring in 34 cases, in 
7 of which it presented as overflow incont.nence, while 
in 10 there were episodes of vomiting and distension 
similar to those of untreated Hirschsprung’s disease. 
Of these 34 patients, 24 responded to colonic lavage and 
conservative treatment and the rest are still under 
treatment. Revision operations were performed in 3 
cases, in 2 of which a residual aganglionic or transitional 
segment of bowel was found. Charles Nicholas 


472. Toxic (Postnecrotic) Cirrhosis of the Liver in Child- 
hood 

A. MARTIRANI, B. L. WAJCHENBERG, O. R. DE SOUZA E 
Sitva, A. de CarvALHO, G. HoxtTer, E. P. Campos, 
and N. pe PAIvA BRAGA. Gastroenterology [Gastro- 
enterology] 32, 304-312, Feb., 1957. 4 figs., 21 refs. 


The authors, working at the Hospital das Clinicas of 
the University of Sdo Paulo, Brazil, have studied the 
clinical and pathological features of postnecrotic hepatic 
cirrhosis in 8 girls and 3 boys aged 2 to 12 years and 
compared them with those of the adult form. In no 
case was there a history of exposure to a recognized 
liver toxin, but in 2 cases the illness was preceded by viral 
hepatitis. The diagnosis was established histologically in 
every case, at necropsy in 5, by biopsy at laparatomy in 2, 
and by serial aspiration biopsy in 4. Clinically, the 5 
fatal cases and 2 others fell into one group, with a short 
history, evidence of severe liver damage, and marked 
jaundice, and the remainder into another in which the 
evolution was longer and the course more benign, with 
evidence of portal hypertension (oesophageal varices, 
ascites) and minimal jaundice. Treatment with bed rest, 
a liberal high-calorie diet, supplementary vitamins, lipo- 
tropic agents, salt restriction when necessary, and blood 
transfusion was continued for 5 to 7 months in 5 cases; 
3 of these patients were discharged improved and 2 un- 
changed. One patient was discharged prematurely, un- 


changed. Aureomycin was used without benefit in the 
5 fatal cases; 3 of these patients were admitted in coma 
and 2 became comatose after admission. 

As many relevant biochemical tests were carried out as 
possible, but in 4 of the fatal cases these were neces. 
sarily incomplete. In all patients active parenchymal 
damage was indicated by a strongly positive cephalin- 
cholesterol flocculation reaction and depression of the 
serum albumin level; no correlation was noted between 
the latter level and the presence of ascites. The thymol 
turbidity reaction was a less sensitive index of paren. 
chymal damage. In the fatal cases the serum albumin: 
globulin ratio tended to be reversed. Elevation of the 
serum alkaline-phosphatase level was present in 3 of the 
6 survivors. The authors state that in contrast to adults 
dying of hepatic failure, hypoglycaemia was found in 
3 of 4 cases in which terminal blood sugar estimations 
could be made. 

The liver weighed less than normal for the age of the 
child in the 5 fatal cases. In these cases, and at lapara- 
tomy on 2 of the survivors, hepatic nodules 5 mm. to 
2 cm. in diameter were present, whereas the granular 
form of cirrhotic change, common in adults, was entirely 
absent. The authors suggest that the occurrence of 
nodules in younger patients may be an index of the vigour 
of regeneration. Microscopically, in all cases areas of 
normal hepatic architecture were interspersed with areas 
of gross distortion of nodular pattern. There was in- 
creased connective tissue in the supporting framework, 
in which reticulin fibres predominated and, in direct 
contrast to the adult form, there was no evidence at all 
of collagen fibres. Necrotic areas, found generally in 
necropsy specimens only, were always associated with 
inflammatory elements. E. S. Wyder 


473. Pediatric Use of Dioctyl Sodium Sulfosuccinate 
F. TeveTOGLU. Journal of Pediatrics [J. Pediat.] $0, 304- 
307, March, 1957. 10 refs. 


Dioctyl sodium sulphosuccinate, a faecal softener, was 


tried in the treatment of constipation in 50 children, the | 


majority of whom were seen at the Driscoll Foundation 
Children’s Hospital, Corpus Christi, Texas. Atonic 
constipation in immobilized patients was most frequently 
encountered, but various forms of constipation were 
included, the cases being unselected. Diet was not con- 
trolled and no attempt was made to establish proper 
habit time. Treatment consisted solely in administration 
of a daily (sometimes twice daily) dose of the drug. 

The results were excellent, treatment being effective 
by the third day at most. Stools were soft and well- 
formed, except in 3 cases in which watery stools re- 
sponded rapidly to a reduction in the dosage. Treat- 
ment in ambulatory patients had rarely to be continued 
after 15 days, and no side-effects were noted. 

Margaret D. Baber 


474. Eczema Associated with Thrombocytopenic Purpura 
and Purulent Otitis Media. Report of Five Fatal Cases 
C. C. Huntwey and S. C. Pediatrics 
19, 351-361, March, 1957. 16 refs. 
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475. Hormonal Influence on Growth 
D. Hussite. British Medical Journal [Brit. med. J. J 
1, 601-607, March 16, 1957. 11 figs., 25 refs. 


The effects of hormones upon growth in childhood 
are discussed in this paper from Derbyshire Royal In- 
firmary and Hospital for Sick Children. The hormones 
which promote growth by assisting in the anabolism of 
protein are pituitary growth hormone, thyroxine, insulin, 
and the androgens, and the chief anti-anabolic hormones 
inhibiting growth are the glucocorticoids. There is 
competition between these two groups during childhood, 
and disorders of growth arise because of their inadequate 
or excessive production. For example, in primary hypo- 
pituitary dwarfism (2 cases are described in detail) there 
is lock of pituitary growth hormone and of androgens; 
in the absence of an effective preparation of pituitary 
growth hormone, treatment consists in administration of 
thy:oid extract and androgens. 

The author also describes the anti-anabolic mechan- 
ism: in a boy of 9 years suffering from arrested growth 
duc to Cushing’s syndrome and a gir] of 2 years suffering 


® fro:a congenital adrenocortical hyperplasia in whom 


growth was average. Finally the hormonal influences 
affecting growth in glycogen storage disease and 
Mauriac’s syndrome are discussed. [Any abstract of 
this most stimulating paper would be inadequate; the 
orivinal is well worth reading.] R. M. Todd 


Infantile Myoclonic Seizures 


H. W. Bairp and L. G. Bororsky. Journal of Pediatrics 
(J. ?ediat.| 50, 332-339, March, 1957. 14 refs. 


The appearance of minor motor seizures early in life 
(in some cases following immunization against diphtheria 
and pertussis) is generally accepted as indicating a poor 
prognosis for future mental development. In a study 
of some 2,000 electroencephalographic (EEG) records 
at St. Christopher’s Hospital for Children (Temple 
University), Philadelphia, the EEGs of 80 children were 
found to show the change characteristic of such seizures, 
namely, hypsarrhythmia—here defined as a spike-and- 
wave pattern of high voltage of 1 to 2 per second pro- 
minent in all leads. The patients were aged between 
one week and 4 years at the time of the first EEG. 

Of these 80 children, 71 had a history of one or more 
convulsions, which took the form of grand mal alone 
in 17, grand mal and petit mal in one, tonic-clonic 
seizures in 2, and myoclonic seizures (“‘ infantile spasms ”’) 
either alone or combined with other convulsive disorders 
in 51. Of these last, 24 had a history of normal motor 
development in early infancy, but 44 of them had the 
first seizure before their first birthday and the remaining 
7 before the age of 18 months. All were very severely 
retarded, 43 having an I.Q. of less than 50 (Gesell) 
and the other 8 so retarded that they could not be tested. 
All but one of the 29 patients whose EEG showed 
hypsarrhythmia but who had not suffered from myoclonic 
seizures were also severely retarded. 

A study of possible aetiological factors showed that 
27 of the children with myoclonic seizures were retarded 
in motor development from birth, these including 4 
children with phenylpyruvic oligophrenia, tuberous 


sclerosis, familial mental deficiency, and congenital toxo- 
plasmosis respectively. The mothers of 7 of the infants 
had had various illnesses in pregnancy, and a history of 
birth trauma was elicited in another 7 cases; in the 
remaining 9 patients there were no apparent contributory 
factors. Of this group of 27 children, 11 weighed less 
than 4 lb. (1,814 g.) at birth, and 8 had some form of 
cerebral palsy. 

In the histories of the 24 patients who had myoclonic 
seizures but who developed normally at first the following 
possible causative factors were present: vaccination 
against smallpox, encephalitis of unknown origin, tuber- 
culous meningitis, and subdural haematoma (2 cases 
each), measles, pertussis, and chickenpox encephalitis 
(one case each), and. diphtheria—pertussis immunization 
in 7. This last seéms to be the most important, but still 
unproven, aetiological factor. In treatment most of the 
known anticonvulsant drugs were tried, singly or in 
combination, with but little effect, meprobamate appear- 
ing to offer the best hope. The seizures tend to disappear 
by 5 years of age. John Lorber 


477. Agenesis of the Conpep Catone, Report of Eight 
Cases in Infancy 

F. P. Kocn and P. J. Doy.e. Journal of Pediatrics 
[J. Pediat.] 50, 345-351, March, 1957. 7 figs., 7 refs. 


Over 100 cases of congenital absence of the corpus 
callosum have been described since the first report in 
1812 by Reil. To these the authors, working at the 
Children’s Hospital (University of Southern California) 
Los Angeles, now add 8 further cases, of which 2 were 
confirmed at necropsy and one at operation. The other 
5 cases showed the characteristic pneumo-encephalo- 
graphic appearances—that is, the lateral ventricles are 
widely separated, have angular dorsal margins, concave 
mesial borders, and dilatation of their caudal portions; 
the interventricular foramina are elongated, and the 
third ventricle is extended dorsally and is dilated, while 
there is a radial arrangement of the mesial cerebral sulci 
around the roof of the third ventricle. 

In the present cases the clinical features included 
mental retardation in all the patients, convulsions in 4, 
and cerebral palsy in 4 (two spastic, one athetoid, one 
flaccid). Associated anomalies were cleft palate, corneal 
opacities, and haemangiomata, and 5 of the infants had 
enlarged heads. The onset of these signs occurred in 
the first 7 months of life. In some of the other reported 
cases ocular hypertelorism, macroglossia, microcephaly, 
and optic atrophy were present. Occasionally agenesis 
of the corpus was an unexpected finding at necropsy. 
As the function of the corpus callosum is not known 
there is no proof that the clinical picture is due to its 
absence. Since the symptoms are so variable they may 
be due to associated neurological abnormalities. There 
is no predominant sex incidence, nor does heredity seem 
to play a part. John Lorber 


478. Severe Idiopathic Hypercalcemia of Infancy 
G. L: DaAgscHNER and C. W. DagSCHNER. Pediatrics 
[Pedatrics] 19, 362-371, March, 1957. 4 figs., 19 refs. 
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479. Posteruptive Effects of Fluoridation on First Per- 
manent Molars of Children in Grand Rapids, Michigan 
R. L. Hayes, N. W. LittLeton, and C. L. Wurre. 
American Journal of Public Health (Amer. J. publ. Hith| 
47, 192-199, Feb., 1957. 1 fig., 28 refs. 


The authors report, from the National Institutes of 
Health, Bethesda, Maryland, a study specifically con- 
cerned with determining whether artificial fluoridation 
would have any long-term caries-inhibitory effect on 
teeth already erupted at the time the water supply was 
fluoridated. In April, 1956, clinical and x-ray examina- 
tions of the teeth were carried out on Grand Rapids and 
Muskegon scholars who had continuously resided since 
birth in these two cities and who had two or more 
permanent first molars erupted when examined in 1944-5. 
(See Publ. Hith Rep. (Wash.), 1956, 71, 652; Abstracts 
of World Medicine, 1957, 21, 139.) Water fluoridated 
to the extent of 1 p.p.m. had been ingested by 184 of 
the Grand Rapids children since January, 1945, and by 
133 Muskegon children since July, 1951. Matching of 
116 children in each of these two groups was possible, 
and the final analysis was based on new caries in teeth 
erupted before fluoridation was carried out. Results 
showed that Grand Rapids children had consistently 
fewer and smaller cavities, and the findings supported 
the general hypothesis that fluoridation will inhibit caries 
in teeth erupted before treatment of the water supplies. 

[This important paper, which was read before the 
American Public Health Association in November, 1956, 
deserves to be read in its entirety for details of procedure 
and study problems encountered.] H. P. Tait 


480. The Toxicology of Sulphuric Acid Aerosols. 

K. A. BusutugvA. Jueuena u Canumapua [Gigiena] 
17-22, No. 2, Feb., 1957. 5 figs., 2 refs. 


Much interest has been shown lately in the toxic 
action of sulphuric acid aerosols in view of their presence 
in fog in large towns. Previous experimental work has 
dealt mainly with the effects of concentrations of sul- 
phuric acid greater than 8 mg. per cubic metre, but 
aerosols of this concentration are unstable. The present 
paper describes investigations of aerosols containing 8, 
4, and 2 mg. of H2SOx4 per cubic metre prepared by 
chemical condensation; these are stable and are said 
to resemble those present in natural fog conditions. 

The tests were carried out on guinea-pigs, which are 
markedly sensitive to sulphuric acid aerosols, the animals 
being exposed for up to 120 hours to aerosols of the 
required concentration, prepared by mixing streams of 
moist air with air containing sulphuric anhydride. 
Those exposed to concentrations of 4 and 2 mg. per cubic 
metre remained active and ate normally, but those 
exposed to 8 mg. per cubic metre showed an increased 
rate of respiration after 2 hours and one died after 29 


hours; the remainder, although they survived, ate badly 
and moved sluggishly. After removal from the test 
chamber all the animals gained weight more slowly than 
control animals, the retardation in growth being in pro. 
portion to the aerosol concentration to which they had 
been exposed. At necropsy on the animals exposed to 
8 mg. per cubic metre the lungs presented a variegated 
appearance as the result of patches of a cherry-red 
colour, which were especially frequent in the hilar region, 
No other organs were affected. In those exposed to 
4 mg. per cubic metre similar changes were present but 
on a smaller scale, but those exposed to only 2 mg. per 
cubic metre showed no changes in the lungs. Histo- 
logical examination of the lungs and upper respiratory 
tract revealed acute interstitial changes accompanied by 
disturbances of the blood and lymphatic circulation, 
these being more marked in the animals exposed to the 
higher concentrations of sulphuric acid. Pulmonary 
oedema developed early and led to the presence of 
transudates and desquamated epithelium in the alveoli 
and thickening of the alveolar walls. Multiple areas of 
oedema were interspersed with areas of emphysema. 
Peribronchial and perivascular oedema was also present, 
together with vasodilatation and thickening of vessel 
walls and, later, infiltration by lymphocytes and histic- 
cytes into the peribronchial and perivascular tissues, 
‘The maximum permissible concentration of sulphuric 
acid in the atmosphere of working places is at present 
2 mg. per cubic metre. It is suggested that these experi- 
ments show that this level is too high, and that further 
investigations of the action of sulphuric acid aerosols of 
lower concentration is required. Basil Haigh 


481. A Survey of Handicapped Persons 

A. L. Banks, R. G. CARPENTER, J. A. HisLop, and 
G. Nisset. British Journal of Preventive and .Social 
Medicine [Brit. J. prev. soc: Med.) 11, 22-28, Jan., 1957. 
3 figs., 9 refs. 


A survey designed to ascertain the number of handi- 
capped persons living in the area of a local authority is 
described. The field workers were local authority 
Officers untrained in survey work. The results of the 
survey showed that approximately 2-4°% of the total 
population of the county suffered from some form of 
handicap. A notable feature is the increase in the 
number of handicapped persons in the older age groups. 
—[Authors’ summary.] 


482. Drug Resistant Tubercle Bacilli in a Community 
L. G. Bruce, J. CUTHBERT, and J. A. Rircute. Scottish 
Medical Journal [Scot. med. J.] 2, 83-87, March, 1957. 


The authors report, from ‘the Victoria Infirmary and 
the Chest Clinic, Glasgow, the results of a 2-year investi- 
gation (1954-6) of 2,546 registered cases of pulmonary 
tuberculosis in the south-eastern sector of Glasgow 


148 


| 
| 
) 
(po 
: 
prir 
niq 
the 
| tes 
in \ 
the 
| 
for 
all 
tha 
res 
res 
on 
i In 
4 ba 
of 
Ca: 
| sir 
| cu 
res 
x- 
an 
| cu 
== 
th 
P. 
vi 
tu 
ye 
J. 
tl 
| 


PUBLIC HEALTH AND INDUSTRIAL MEDICINE 149 


(population 207,000) in an attempt to ascertain the 
number of cases (1) of chronic infection, (2) of carriers 
of drug-resistant bacilli, and (3) of new cases showing 
primary resistance; and to determine if possible the 
reason for drug resistance. All but 150 of these cases 
were examined bacteriologically. The laboratory tech- 
nique was modified in the second year of the survey, 
the method of Mackie and McCartney being used for 
tes ing resistance to streptomycin, isoniazid, and PAS 
in \ \rious concentrations on L@wenstein—Jensen medium; 
the procedure for assessment of the results is described 
in ¢ ‘etail. 

(ver the 2 years 125 cases of true resistance were 
fo.nd,. 20 of these being primary infections and 105 
nor.-primary. Of the total, 59 were resistant to two or 
all hree drugs, 31 to streptomycin, 22 to isoniazid, and 
13 o PAS. It is considered that the prognosis for the 
66 -ases resistant to a single drug may be better than 
tha: for the remainder. 

| xamination of the regimen of drug treatment in 44 
res’ tant cases of non-primary infection suggested that 
res tance was variously due to the giving of one drug 
on! for a period (26 cases), unbalanced dosage of 
cor bined drugs (3), omission of one of the drugs 
by he patient (9), or too prolonged treatment (6 cases). 
In : of the 20 cases of primary infection with resistant 
ba. lli there was presumptive evidence of transmission 
of he disease from a resistant case; the remaining 5 
cas s were assumed to have been due to infection from 
sin lar unknown contacts. The average number of 
co: tacts was 3-9 per patient. No new case of tuber- 
cul sis was found among the contacts of the first 78 
res stant cases when 77% of these contacts came for 
x-ray examination. The authors conclude that the 
an bulatory patient with chronic pulmonary tuber- 
cu osis who is spreading resistant bacilli presents a 
pu lic-health problem which indicates the need for 
pr: ventive measures against such persons and underlines 
the importance of early and adequate treatment of new 
ca.es of tuberculosis with streptomycin, isoniazid, and 
P.\S. The present results are compared with those of 
virious investigations carried out under the auspices 
o! the Medical Research Council on drug sensitivity of 
tubercle bacilli. V. Reade 


483. Benzathine Penicillin G. Its Effectiveness in the 
Prevention of Streptococcal Infections in a Heavily 
Exposed Population 

J. Davis and W. C. Scumipt. New England Journal of 
Medicine [New Engl. J. Med.| 256, 339-342, Feb.-21, 
1957. 2 figs., 4 refs. 


During an outbreak of streptococcal pharyngitis at a 
U.S. Air Force base a total of 2,214 men, constituting 
between 50 and 60% of the personnel, were given a 
single intramuscular injection of 900,000 units of ben- 
zathine benzylpenicillin and afterwards observed for 
6 weeks for evidence of upper respiratory infection. A 
group of 483 men who gave a history of penicillin allergy 
were used as controls. Before the study was started 
the incidence of streptococcal infection had risen to 1-6°%. 
After penicillin prophylaxis was instituted the incidence 


in the treated group fell to mil for 2 weeks, increased in 
the 4th week, and eventually exceeded that in the controls 
in the 5th and 6th weeks. Penicillin reactions occurred 
in 24 (108%) of those injected, symptoms in 5 cases 
being severe. It was concluded that a single dose of 
900,000 units of benzathine benzylpenicillin is effective 
in limiting streptococcal infection for up to 25 days in a 
relatively static population. . Kenneth Gurling 


484. Household Infection in Poliomyelitis 
C. C. Spicer and J. C. McDonaLp. Lancet [Lancet] 
1, 470-472, March 2, 1957. 1 fig., 9 refs. ; 
Using data provided by the report of the Medical 
Research Council Committee on Inoculation Procedures 
and Neurological Lesions on the relationship between 
such procedures and poliomyelitis (Lancet, 1956, 2, 1223; 
Abstracts of World Medicine, 1957, 21, 291) the authors 


have investigated the incidence of multiple cases of the- 


disease in households in England and Wales during the 
period from April 1, 1951, to December 31, 1954. 
During this time cases of paralytic or non-paralytic 
poliomyelitis occurred in 11,595 households, but in only 
261 (2:25°%) of these was there more than one case and 
in only 82 (0-71°%) were there 2/or more paralytic cases. 
These figures agree remarkably well with the expectation 
of multiple cases in a uniform population of households 
as calculated on the assumption that there is no associa- 
tion between the cases. 

The interval between the onset of the disease in dif- 
ferent cases in the same household varied from nil to 
more than 23 days, but in most cases it was no more than 


7 days, this suggesting simultaneous rather than secondary . 


infection. There appeared to be a slight excess of para- 
lytic cases in twins, though this was not statistically 
significant. Multiple cases were more frequent in rural 
areas, but a recent history of inoculation or tonsillectomy 
was not more common than in single cases. 

The authors consider that “‘ the present study provides 
little evidence that paralytic cases tend to be associated 
with one another in households”, and that from the 
practical point of view, “so far as a patient’s home 
contacts are concerned, there is little value in quarantine 
measures or passive immunization with y-globulin” 
which, even if universally applied and completely effec- 
tive, could not prevent more than about 1% of all 
paralytic cases. W. K. Dunscombe 


485. The Antibody Response to Poliomyelitis Vaccine in 
School-children at the Time of Initial Vaccination and 
One Year Later 

C. W. J. ARMsTRONG, G. W. O. Moss, and F. C. Potter. 
Canadian Journal of Public Health (Canad. J. publ. Hlth} 
48, 96-100, March, 1957. 2 figs., 1 ref. 

Poliomyelitis vaccine of the Salk-type used in the 
spring of 1955 in a group of school-children resulted in 
a marked increase in neutralizing antibody level in a high 
percentage of the subjects. The proportion of children 


responding appeared to be independent of original anti- 


body level. These post-vaccination levels were well 
maintained, with some decreases, during the ten-month 
pre-booster period. The booster dose given one year 
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later resulted in antibody levels significantly higher, but 
not vastly higher, than those found after initial vaccina- 
tion. Following the booster injection no child was 
without a measurable antibody level for each of the 
three serological types. Three subcutaneous injections 
at the time of initial vaccination present no advantage 
over two injections. For practical purposes, vaccine 
produced for the 1956 season seems to be as potent as 
that produced a year earlier—[Authors’ summary.] 


INDUSTRIAL MEDICINE 


486. Occupational Anthracosis. (O mpodeccnoHanbHom 
aHTpakose) 

V. A. Ravvin. [ueuena u Canumapua [Gigiena] 32-36, 
No. 3, March, 1957. 2 figs., 12 refs. 


The pathological anatomy of pneumoconiosis as it 
affects coal miners in the Donbas region shows a charac- 
teristic picture which is in marked contrast to that of 
the various types of silicosis. This applies to pneumo- 
coniosis both from soft coal and from anthracite. The 
rate of development of. anthracosis is slower than that 
of silicosis, and it has hot been detected radiologically 
after less than 10 years’ exposure to risk. Nevertheless, 
the process may develop into Stage II and occasionally 
into Stage III. 

The fundamentai aetiological factor in anthracosis is 
inhalation of coal dust, though in some cases the effect 
of other mineral contaminants cannot be entirely ignored. 
In certain cases in which anthracosis is not detectable 
radiologically it is possible that a copious deposition of 
dust has caused slight fibrotic changes which are sufficient 
to cause a disturbance of lung function. 

Unlike silicosis, the diagnosis of Stage-I anthracosis 
should not require the miner to be transferred to other 
work. The correct diagnosis of anthracosis as distinct 
from silicosis is therefore of some practical importance. 
In making such a diagnosis it is important to study not 
only the x-ray findings and the occupational history, 
but also the chemical composition of the strata in which 
the man has worked. Basil Haigh 


487. Vibration Disease among Workers Using Deep- 
boring Machines. (Bu6paunonnasn y pabounx 
Ha CTaHKax rny6oKoro cBepmeHua) 

Z. V. BAZHANOVA and V. G. Leteka. Jueuena 
u Caxnumapua [Gigiena] 38-42, No. 2, Feb., 1957. 1 fig. 


Examination of 98 workers using deep-boring machines 
with a vibration frequency of 2,500 to 25,000 per minute 
showed that 26 were unaffected but that 72 had some 
degree of “* vibration disease ’’, this taking the form of 
angioneurosis of the vessels of the arm. A detailed 
account is given of the symptoms and signs elicited at 
clinical examination of patients suffering from this con- 
dition. Worthy of note in this connexion is the dis- 
sociated type of sensory loss in the fingers, in that the 
. more the sensation for vibration and pain is affected, 
the less is that for temperature and touch. Because the 
symptoms of vibration disease are less evident at work 
and so do not cause the patient to take time off work, 


the disease is usually well advanced by the time he 
seeks medical advice. A number of these patients age 
treated for rheumatism until the true nature of their 
disease is found. Patients severely affected should be 
transferred to other work, and the less severely affected 
given symptomatic treatment and temporary relief from 
this type of work. 

A vibration-damping device has recently been fitted 
to these boring machines and has been found effective, 
Periodic medical examination of the workers, at least 
every 3 months, is advised, this to include*neurological 
examination and the performance of the special tests 
required to assess the presence or degree of the disease, 
Research is also required to determine whether reduction 
in the working hours of these employees is necessary, 
It may also be desirable for such workers to have long 
holidays which should be spent in health resorts or 
convalescent homes with facilities for providing treat- 
ment aimed at the improvement of the general condition 
of the patient. Basil Haigh 


488. The Toxicity of Fumes from a Diesel Engine under 
Four Different Running Conditions 

R. E. Pattie, H. StretcH, F. BurGess, K. SINCLAR, 
and J. A. G. Epainton. British Journal of Industrial 
Medicine [Brit. J. industr. Med.| 14, 47-55, Jan., 1957, 
11 refs. 


489. Experimental Data for the Determination of the 
Maximum Allowable Concentration of Dichlorethane in 
the Atmosphere. MaTepHasIbl K 
yCTaHOBJIeHHW MpepesbHo DONycTHMOH 
B ATMOCHepHOM 

M. K. Borisova. [ueuena u Caxumapua [Gigiena] 13- 
19, No. 3, March, 1957. 4 figs., 6 refs. 


Investigations were made of the concentration of 
dichlorethane in the atmosphere in the vicinity of two 
plants where this substance was discharged during 
industrial processes—the synthesis of the Soviet anti- 
biotic synthomycin on one hand and the preparation of 
high-grade lubricating oils on the other. The daily 
amounts discharged amounted to 1,100 kg. and 1;500 kg. 
respectively. By means of a micro-precipitation method 
it was shown that the atmospheric concentration of 
dichlorethane varied from 3-5 to 38-6 mg. per cubic 
metre within a radius of 2,000 metres of the source of 
emission. 

The effect of small quantities of dichlorethane on the 
human organism was investigated with the following 
results: (1) The olfactory threshold was 23-2 mg. per 
cubic metre in a series of 21 cases, although certain 
subjects could detect concentrations of 17-5 or even 
12:2 mg. per cubic metre. (2) Sensitivity to light was 
investigated with the adaptometer in 3 subjects. It was 
shown that concentrations of dichlorethane between 6 
and 50 mg. per cubic metre reduced the sensitivity in 
inverse proportion to the concentration. Thus light 
sensitivity was affected by concentrations imperceptible 
to smell. (3) Vasoconstriction in the hand was shown 
by means of the plethysmograph to occur in direct pro- 
portion to concentrations of dichlorethane above 6 mg. 
per cubic metre. (4) It was shown’ spirographically that 
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concentrations of dichlorethane of 6 mg. per cubic metre 
and above produced reflex changes in the rate, depth, 
and rhythm of respiration. 

As a result of these investigations it is proposed that 
the maximum allowable concentration of dichlorethane 
in the atmosphere should be fixed at 4 mg. per cubic 
metre. Basil Haigh 


4°. Maximum Allowable Concentration of Chlorine in 
the Atmosphere Based on Experimental Data. (Marte- 
K O60CHOBaHHIO KOH- 


B aTMOCdhepHOM BoOsLyxe) 


M. T. TakKHiROv. u Caxumapua 
13-18, No. 1, Jan., 1957. 2 figs., 9 refs. 


_ The aims of the investigation described in this paper 
were to investigate actual cases of atmospheric pollution 
wih chlorine and to provide a rational basis for deter- 
m:aing the maximum allowable concentration of chlorine 
in ‘the atmosphere. Tests of the air at distances of 5 to 
50) metres from a plant emitting chlorine showed that 
th re was atmospheric contamination by free chlorine. 
T..ts of the atmosphere in the centre of Moscow also 
re 2aled the presence of chlorine, even at a considerable 
di-tance from sources of emission. © 

The threshold concentration for sensation of smell of 
ch'orine was found by experiment to be 0-8 mg. per 
c.m. Experiments on the effect of chlorine on light 
seasitivity showed the threshold value to be the same as 
for smell. The minimum concentration of chlorine 
aliecting the optical chronaxie and the amplitude of 
respiration was found to be 1-5 mg. per c. m. The 
present maximum allowable concentration of chlorine 
in the atmosphere fixed by the Russian State Sanitary 
li spectorate is 0-1 mg. perc. m. This is well below 
the threshold values as determined above. 

The results of determinations of atmospheric chlorine 
in large towns such as Moscow suggest that in the future 
no factories emitting chlorine should be constructed in 
such towns or centres of population. Basil Haigh 


491. Pollution of the Atmosphere with Lead and Its Effect 
on the Health of the Population. (SarpasHenne atmoc- 
depHoro CBHHIOM BUIMAHHE Ha 8HOpOBse 

A.S. Zyxova. [ueuena u Caxumapua [Gigiena] 12-17, 
No. 2, Feb., 1957. 9 refs. 


In this paper are described the results of determinations 
of atmospheric pollution with lead in the neighbourhood 
of a tin-smelting works and an accumulator factory, and 
of investigations into the health of the population living 
in the area. The maximum permissible concentration 
of lead in the atmosphere is 0-0007 mg. per cubic metre. 
This concentration was found to be exceeded at distances 
up to 1,500 metres from the sources of pollution, and 
dust from dwelling houses in the area was found to 
contain lead in concentrations of 0-012 to 0-03%. 
Local well-water also contained lead, but the amount 
did not exceed one-fifth of the permissible concentra- 
tion. 

In the investigation of the health of the population 
concerned it. was discovered that persons exposed to 


on this point can be given. 


lead showed an over-all sickness rate three times as 
great as the control group, the increase being largely 
accounted for by diseases of the nervous system, the 
digestive system, and the circulation. Further, the high 
urinary excretion of lead by persons exposed to lead 
pollution proved the existence of carriers. Experiments 
carried out on cats showed that when lead is present in 
the atmosphere it may accumulate in the tissues, in 
particular the bones, and to a less extent in the brain, 
liver, and kidneys. The following recommendations are 
made in order to reduce the possible toxic effects of lead 
discharged into the atmosphere during industrial pro- 
cesses: (1) improvement in the methods of removal of 
lead from the effluents and gases from factories where 
lead is handled; (2) prohibition of new building of 
dwelling houses, and the repair of existing houses, within 
a radius of 100 metres of a tin-smelting works; and 
(3) the planting of tall trees in the zone around the 
factories to form, as it were,,a cordon sanitaire. 
Basil Haigh 


492. Determination of the Maximum Allowable Con- 
centration of Cadmium and Vanadium in the Atmosphere 
of Factories. (Matepuanbi k o60cHOBaHHW 
BOMCTBCHHBIX MOMCLICHHH) 

E. A. MEL’Nikova. u Canumapua [Gigiena] 
25-31, No. 3, March, 1957. 4 figs., 5 refs. 


In the production of cadmium and vanadium and in 


the preparation of alloys containing these metals con- . 


siderable atmospheric pollution occurs. Although the 
metals themselves are only slightly volatile, certain of 
their compounds—for example, vanadium pentoxide— 
are readily volatilized. Contamination of the atmo- 
sphere of the industrial plant may occur as a result of 
highly dispersed aerosols containing traces of cadmium 
and vanadium. 

The author of this paper describes research into the 
effects of exposure to these small concentrations of 
cadmium and vanadium on the function of the nervous 
system, and on this basis reviews the accepted figures for 
allowable concentration in the atmosphere. Her investi- 
gations showed that a chronic type of poisoning, in the 
form of a functional disturbance affecting mainly the 
nervous system, may result from exposure to lower 
concentrations of cadmium or vanadium in the atmo- 
sphere than those required to cause morphological 
changes, which have formed the basis of previous 
estimates of the allowable concentration. The investi- 
gations comprised chronaximetric studies of the motor 
nerve of the right hind limb of white rats and studies 
on conditioned reflex activity by a motor-digestive tech- 
nique devised by Kotlyarevski. It was found that 
cadmium-containing aerosols are far more toxic in this 
respect than aerosols containing the same amount of 
vanadium. Consequently, although the existing allow- 
able concentration of vanadium, namely 0-0001 mg. per 
c.m. remains satisfactory in the light of the results of 
these investigations, that for cadmium may be too high. 
Further experiments are necessary before a final opinion 
Basil Haigh 
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493. Clinical Histories of Infants Reported to Coroner 
as Cases of Sudden Unexpected Death 
J. L. Emery and E. M. Crow ey. British Medical 


Journal [Brit. med. J.) 2, 1518-1521, Dec. 29, 1956. 
14 refs. 


In this paper from the Children’s Hospital, Sheffield, 
a study is reported of the histories obtained in 50 cases 
of sudden and unexpected death in infants aged 4 to 
68 weeks, infants under 14 days old being excluded. 
In each case an informal history was obtained from the 
parents or nearest relatives some days after the child had 
been buried. Details of the duration of symptoms pre- 
ceding the time whey the parents last saw the child alive 
are given in a table. Only 14 of the infants had symp- 
toms of less than 24 hours’ duration and, contrary to 
expectation [and to reports elsewhere], symptoms refer- 
able to the alimentary tract were just as common as 
respiratory symptoms. In 33 cases the subsequent 
history obtained by the almoner did not support that 
given to the coroner’s officer; only in 5 cases did the 
history given at the inquest and later history agree on 
all essential points. 

It is pointed out that since disease in infancy is much 
more closely related to functional changes than to the 
naked-eye or histological changes seen in adult life, the 


clinical history is crucial in making a diagnosis. In . 


many of the present series of cases the history available 
to the pathologist was not only inadequate but actually 
misleading. This is considered to be due to the shock 
experienced by the parents and to the distress and fear 
engendered by the police investigation, removal of the 
body to a mortuary, the coroner’s inquest, and possible 
press reports. It is suggested that in cases of sudden 
death in infants the attending practitioner should obtain 
consent for a necropsy which should be carried out at a 
local hospital, the coroner being informed. An experi- 
enced paediatrician or paediatrician—pathologist would 
obtain a careful history, and the coroner be notified if 
evidence suggestive of anything but a natural death were 
revealed. W. K. Dunscombe 


494. Ante-mortem and Post-mortem Bruises of the Skin. 
Their Differentiation 

I. ROBERTSON and R. A. MANSFIELD. Journal of Forensic 
Medicine [J. forensic Med.] 4, 2-10, Jan.—March, 1957. 
2 figs., 15 refs. 


The authors, discussing the difficulty of determining 
whether bruises found at necropsy were caused before 
or after death, point out that few of the criteria usually 
recommended for distinguishing between them are com- 
pletely reliable. Except perhaps for large bruises the 
formation of a haematoma is not dependent on the 
continued beating of the heart, for significant extravasa- 
tion of blood can occur as a result of the post-mortem 
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contraction of blood vessels damaged after death. The 
statement that blood extravasated post mortem can be 
washed out of the tissues by running water or scraped 
off with the edge of a knife is true only when these 
measures are applied immediately; such blood rapidly 
becomes lodged in the connective tissue, when even the ' 
microscopical appearances may be indistinguishable, 
Similarly, conclusions based on the presence of swelling 
or abrasion of the tissues or the coagulation of the 
extravasated blood can all be fallacious. However, in 
life it is cominon to see erythrocytes in the sinuses of 
lymph nodes draining the site of an extensive bruise, 
while subcutaneous connective tissue may show staining 
changes as the result of trauma from a blunt instrument, 
and the authors suggest that investigations along these 
lines may prove more profitable than the standard tests, 
W. K. Dunscombe 


495. Sex Determination of Human Tissues from Cell 
Morphology 
A. D. Drxon and J. B. D. Torr. Journal of Forensic 
Medicine [J. forensic Med.) 4, 11-17, Jan. —March, 195% 
5 figs., 1 ref. 


This paper from the University of Manchester reports 
the results of studies of the survival of sex chromatin in 
human tissues in various environménts in continuation 
of those previously reported by the same authors (J. 
forensic Med., 1956, 3, 161; Abstracts of World Medicine, 
1957, 21, 360). Parts of the limbs of a female foetus 
were buried 2 feet (61 cm.) deep in direct contact with 
soil, portions of skin, muscle, and cartilage being removed 
at intervals and examined histologically. Sex chromatin 
still persisted in all 3 types of tissue after 2 weeks, even 
the cross-striations in muscle being visible, and was 
identifiable up to 4 weeks after burial. 

“ Attempts were then made to identify sex chromatin 
in the blood and epithelial cells adhering to the scalpel 
blades used to dismember the foetus. Sex chromatin 
was not detected in the leucocytes, which were almost 
completely destroyed, but the sex could be determined 
from the adherent epithelial cells as long as 5 weeks 
after the blade had been used, it having been kept at 
room temperature during the interval. The sexing of 
human hair adhering to an instrument or weapon is also 
possible if the hair has not been recently washed, when 
epithelial cells will be found in preparations of the hair 
bulbs. Even pathological material can be used for this 
purpose. 

The authors point out that whereas the finding of sex 
chromatin in a single cell may be sufficient to indicate 
female sex, the diagnosis of male sex must entail the 
examination of a considerable number of cells before 
the absence of sex chromatin can be regarded as demon- 
strated with any certainty. W. K. Dunscombe 
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495. The Passage of Thiopental into Brain 

L. C. MARK, J. J. Burns, C. I. CAaMPoMANEs, S. H. NGAI, 
Trousor, E. M. Papper, and B. B. Bropire. Journal 
0: Pharmacology and Experimental Therapeutics [J. Phar- 
n.scol.] 119, 35-38, Jan., 1957. 1 fig., 5 refs. 


Having previously studied (J. Pharmacol., 1952, 105, 
4°1) the distribution of thiopentone in the plasma and 
c ebrospinal fluid, the authors now describe, from 
C ‘lumbia University—Presbyterian Medical Center, New 
\ ork, further studies of the fate of thiopentone in the 
b-dy. In dogs anaesthetized with cyclopropane a por- 
tion of the cranium was removed, the dura opened, and 
the cortex left exposed for “sampling”, the cyclo- 
p opane being then washed out before the intravenous 
a ministration of 25 mg. of thiopentone per kg. body 
ight. 

‘n the first group of experiments samples of arterial 
p.isma and brain substance were taken simultaneously 
a’ various time intervals after the injection of thiopentone. 
Ii was found that the maximum concentration of thio- 
pentone was reached in both tissues “ almost instan- 
tcneously ” after its administration and that its con- 
c.atration in brain tissue then fell parallel with that in 
t! 2 plasma. In 4 other dogs which each received 20 mg. 
0. thiopentone per kg. intravenously in 5 seconds and 
were killed 30 seconds later the thiopentone concentra- 
t'on in samples of cortex had already reached a level 
s nilar to that in the plasma. Finally, 4 dogs were 
k led 30 seconds, 3 minutes, 20 minutes, and 3 hours 


r spectively after administration of thiopentone and the 


t-ain removed intact; the concentration of thiopentone 
i different parts of the brain was almost the same and 
azain was similar to that in the plasma. The authors 
consider that these results denote that there is no blood— 
brain barrier to thiopentone and quote some unpublished 
clectroencephalographic studies which support this 
conclusion. Mark Swerdlow 


“97. The Effect on the Respiration of Thialbarbitone and 
‘| hiopentone 

M. SwerDLow. British Journal of Anaesthesia (Brit. J. 
Anaesth.) 29, 21-24, Jan., 1957. 13 refs. 


lt has been reported that thialbarbitone depresses the 
respiration less than thiopentone, but since a search of 
the literature failed to reveal the experimental evidence 
on which this view was based, the author compared the 
effects of the two drugs, given in a dose ratio of 2:1, on 
a series of 120 patients about to undergo operation. 
A respiration meter was inserted into the expiratory side 
of a Coxeter Mushin absorber, and 8 mg. per kg. body 
weight of sodium thiopentone was given to 60 patients 
and 16 mg. per kg. body weight of thialbarbitone to the 
same number. Ten minutes later half the patients in 
each series received a second injection of one-quarter the 
amount, The initial dose of both barbiturates caused a 
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similar fall in minute volume, tidal volume, and minute 
alveolar ventilation, but the second dose of thialbarbitone 
caused a significantly smaller depression of all three 
functions than did the second dose of thiopentone. 

W. Stanley Sykes 


498. The Respiratory Effects of Pethidine and Leval- 
lorphan 


M. SWERDLOw. Anaesthesia [Anaesthesia] 12, 174-181, 
April, 1957. 16 refs. 


Previous studies of the respiratory effects of pethidine 
having been confined to conscious subjects, the author, 
working at Salford Royal Hospital, Manchester, has now 


- investigated the response to pethidine, with and without 


levallorphan, of 60 anaesthetized subjects undergoing 
Operation who received premedication with morphine, 
8 to 11 mg., and atropine, 0-64 mg. Anaesthesia was 
induced with thiopentone in a dosage of 8 mg. per kg. 
body weight and maintained with nitrous oxide and 
oxygen in 3:1 ratio. The minute volume of respiration 
was measured with a Bennett respiration meter inserted 
in a closed circuit. The patients were divided into three 
groups which, after 6 minutes of anaesthesia, received: 


(1) pethidine, 0-6 mg. per kg.; (2) pethidine, 0-6 mg. . 


per kg., with levallorphan, 0-012 mg. per kg.; and 


(3) pethidine, 0-6 mg. per kg., with levallorphan, 0-006 mg. .- 


per kg. Respiratory rate and minute volume were 
measured before the injection and 3, 5, 7, and 9 minutes 
after it (9, 11, 13, and 15 minutes after induction), and 
the tidal volume and minute alveolar ventilation cal- 
culated. 

In Group 1 the mean respiratory rate fell from 19-1 
to 10-6 per minute, while the mean tidal volume rose 
from 282 to 302 ml. 3 minutes after the administration 
of pethidine. The reduction in minute volume, how- 
ever, was found to be greater than the fall in alveolar 
ventilation. In Group 2 the average decline in the 
respiratory rate 3 minutes after the injection was less 
marked (from 17-4 to 13-5 per minute), but the increase 
in tidal volume was greater (from 348 to 380 ml.). The 
minute volume fell to only 83°%% of the control value, 
in contrast to 61% in Group 1, and the mean alveolar 
ventilation fell to only 7-:9°% below the control value. 
In Group 3 the changes were of the same order as in 
Group 2. Subsequent readings in. all three groups 
showed a tendency of the values to rise, but at all cor- 
responding times the respiratory rate and minute volume 
in those receiving levallorphan were significantly higher 
than in the group receiving pethidine alone. 

It is pointed out that the increase in tidal volume 
observed here is in contrast to the findings reported in 
the conscious subject, and that estimations of ventilation 
based on respiratory rate alone are likely to be of little 
value. Although the smaller dosage of levallorphan 
seemed to be as effective as the larger and the author 
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therefore considers it to be preferable, the present study 
was not designed to establish the most suitable dosage 
of this drug. The clinical value of combining leval- 
lorphan with pethidine depends upon the relative extent 
of the former’s reversal of the respiratory and anal- 
gesic effects of the latter, and it has not yet been estab- 
lished that a worth-while degree of analgesia would be 
retained after the reversal of the respiratory depression. 
J. F. Nunn 


499. Some Observations on Fluothane 

R. Bryce-SmitH and H. D. O’Brien. Proceedings of 
the Royal Society of Medicine (Proc. roy. Soc. Med.] 
50, 193-197, March, 1957. 4 refs. 


The authors deliberately refrain from speculations on 
the mode of action of the halogenated hydrocarbon 
** fluothane ” and record, from the University of Oxford, 
their experience of 400 administrations to patients and 
healthy volunteers. Administration was either by an 
open drop technique or from a modified E.M.O. ether 
inhaler, in order to eliminate so far as possible effects 
due to other agents used concurrently. For the same 
reason the induction dose of thiopentone, when this was 
used, was restricted to 250 mg. It was found that 
1°%% fluothane vapour in air would just produce un- 
consciousness and that 2°%% consistently produced good 
anaesthesia with adequate relaxation so long as respira- 
tion was assisted if necessary; only very rarely was it 
necessary to use 3°% for very resistant patients. Induc- 
tion was rapid and smooth, with early relaxation of jaw 
muscles and absence of any tendency to laryngeal 
spasm. 

During anaesthesia there was a consistent fall in blood 
pressure associated with a marked bradycardia, but the 
skin remained warm, pink, and dry and the ordinary 
appearances of surgical shock were completely absent. 
Recovery was rapid, with minimal sequelae, but there 
was no residual postanaesthetic analgesia, so that unless 
patients were given an analgesic early in the postoperative 
period they were sometimes restless on account of pain. 
Respiration was depressed in amplitude and raised in 
rate, so that suboxygenation could occur if supplementary 
oxygen was not used; especially was this the case if the 
usual opiate premedication had been given. It is 
apparent that carbon dioxide retention is a feature that 
must receive careful attention during the use of this 
agent. The bradycardia was closely associated with the 
fall in blood pressure, which was better antagonized 
with atropine than with pressor amines. Adrenaline 
administered concurrently produced only transient rises 
in pulse rate. When additional relaxation was necessary 
it was found wiser to use a relaxant drug of the de- 
polarizing type. The administration of tubocurarine in 
the presence of a bradycardia due to fluothane could 
produce serious hypotension. The authors also state 
that if neostigmine is ever necessary, very generous 
atropinization should precede its use to avoid calamitous 
slowing of the pulse. 

They conclude that fluothane is an agent of great 
promise, especially because of its non-explosive and non- 
inflammable properties, but in view of its respiratory 


and circulatory effects it must be introduced into anaes- 
thetic practice with great caution if it is not to earn a 
bad reputation before it has been adequately studied. 
Donald V. Bateman 


500. Some Effects of Premedication 
M. SwerDLow. and J. Newman. British Journal of 


Anaesthesia (Brit. J. Anaesth.| 29, 66-70, Feb., 1957, 
13 refs. 


The authors have assessed the respiratory and other 
effects of (1) morphine in combination respectively with 
atropine and scopolamine and (2) papaveretum in com- 
bination with the same two drugs. The dosages per kg, 
body weight were: morphine 1/6 mg., papaveretum 
1/3 mg., atropine 1/100 mg., and scopolamine 1/150 mg., 
the drugs being given by intravenous injection to 4 
groups of 50 patients each. The pulse rate, blood pres- 
sure, and rate and depth of respiration were determined 
before injection and again during the succeeding 10 
minutes. There was no significant change in the blood 
pressure or respiratory rate, but the pulse rate rose with 
all 4 combinations, particularly with combinations con- 
taining atropine. The tidal volume decreased with all 
the drugs, more markedly with papaveretum than with 
morphine, and also to a greater extent with scopolamine 
than with atropine. With the combination of papa- 
veretum and scopolamine the mean tidal volume was 
reduced by 27%. Ronald Woolmer 


501. The Investigation of a Short-acting Barbiturate, 
Illustrating the Fallacies of Clinical Impressions 

E. J. O7MULLANE. British Journal of Anaesthesia (Brit. 
J. Anaesth.| 29, 71-75, Feb., 1957. 3 figs., 3 refs. 


The results obtained with an ultra-short-acting barbi- 
turate, sodium 5-allyl-5-isobutyl thiobarbiturate (buthali- 
tone sodium), given for minor operations on 53 patients 
are reported. It was found that a dosage of 50 mg. per 
stone (8 mg. per kg.) body weight was as potent as 
25 mg. of thiopentone per stone (4 mg. per kg.), but that 
the recovery time was less. An electroencephalogram 
taken during administration of the two drugs to volun- 
teers showed that 75 mg. of buthalitone per stone was in 
fact the equipotent dosage, and in this dosage the 
recovery time was slightly longer than with thiopentone. 
There was no significant disturbance of intra-arterial 
blood pressure following rapid intravenous injection of 
50 mg. of buthalitone per stone. Ronald Woolmer 


502. Sedation of Children as Out-patients for Dental 
Operations under General Anaesthesia. Trial of Methyl- 
pentynol, Butobarbitone, and Chlorpromazine 

R. GouLpDInG, P. J. HELLIWELL, A. C. Kerr, and E. M. 
WILKIN. British Medical Journal [Brit. med. J.| 1, 855- 
860, April 13, 1957. 7 figs., 14 refs. 


The authors have investigated the value of methyl- 
pentynol, butobarbitone, and chlorpromazine in the 
premedication of children undergoing dental extractions 
under general anaesthesia in the out-patient department 
of Guy’s Hospital, London. Because of the difficulty 
of the accurate assessment of anxiety, which cannot be 
made by scientific measurement, the authors decided, 
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on the assumption that the primary purpose of pre- 
medication is to allay fear, to base their assessment on 
the degree of behaviour disturbance as manifested at 
two stages in the proceedings, firstly, immediately upon 
the patient’s entry into the theatre and, secondly, upon 
presentation of the anaesthetic. On this, basis the 
children were divided into three groups: (1) those who 
were calmly cooperative, (2) those who were violently 
obstructive, and (3) an intermediate group between these 
iyo extremes. Such assessments made by two observers 

independently in 357 of the 410 cases studied coincided 
sufficiently to justify the procedure. 

The drugs were given in the following doses: methyl- 
pentynol 75 mg. per stone (11-8 mg. per kg.) body weight, 


butobarbitone 20 mg. per stone (3-1 mg. per kg.), and 


calorpromazine 2-5 mg. per stone (0-4 mg. per kg.) in 
ie pilot trial and twice this amount in the full-scale trial. 
Solutions of the three drugs suitably diluted for equi- 
\lumetric dosage and also an indistinguishable placebo 
were prepared, all four solutions being then coded to 
provide a double-blind technique. The ages of the 
cnildren ranged from 2 to 13 years and premedication 
intervals from 15 to 90 minutes. 

The authors present their findings in 7 diagrams, 
\ hich clearly demonstrate the absence of any marked 
i easurable effect between the drugs and the placebo. 
', discussing the possible factors concerned in this 
surprising result, they suggest. that possible inadequate 
cosage and the age of the child predominate. In regard 
io the latter they found that those over 6 years of age 
could for the most part deal emotionally with the 
situation without pharmacological assistance; those 
below the age of 6 benefited most from premedication, 
although the trial of the three drugs proved inadequate. 
mphasizing that this study was concerned with beha- 
\iour, not anxiety, the authors conclude that the results 
described emphasize the importance of the design of 
such a trial and also expose “‘ the paucity of evidence 
on which claims are made about drugs alleged to allay 
apprehension ”’. Michael Kerr 


503. A Method of Hypothermia for Open Heart 
Surgery 

B. A. Sectick. Lancet [Lancet] 1, 443-446, March 2, 
1957. 2 figs., 14 refs. 


This is a description of a method of surface cooling 
used for open heart surgery at the Middlesex Hospital, 
London, in 32 cases—in 26 for repair of atrial septal 
defect and in 6 for relief of pulmonary stenosis—with 
no deaths. The method is derived from that developed 
by Swan et al. (Ann. Surg., 1955, 142, 382; Abstracts of 
World Medicine, 1956, 19, 325), the whole procedure 
being completed in 3 hours. After premedication with 
promethazine, pethidine, and scopolamine and induction 
with thiopentone and succinylcholine oral intubation is 
performed and anaesthesia continued with nitrous oxide, 
oxygen, and ether, with tubocurarine as a relaxant and 
controlled respiration throughout. When the required 
temperature has been reached the ether is removed from 
the body by vigorous ventilation to allow diathermy to 
be used. 


After induction, cooling is begun by placing the patient 


between plastic blankets through which water at 15° C. 


is circulated. Electric thermometers are placed in the 


oesophagus, nasopharynx, and rectum, electrocardio- | 


graphic and blood-pressure recordings are started, and 
an intravenous drip infusion set up. The patient is 
then immersed in a bath of water at 15° to 17° C., to 
which ice is later added to reduce its temperature to 
8° to 10°C. The purpose of this gradual cooling is to 
minimize the risk of ventricular fibrillation. During 
immersion the superficial tissues are frequently massaged 
and the water stirred to promote heat exchange and 


prevent stagnation of blood. After a lag of 10 to 15° 


minutes the body temperature starts to fall, the heart 
rate falls to 35 to 40 per minute, the systolic blood 
pressure, after an initial rise, falls to 80 to 90 mm. Hg, 
and the pupils dilate widely. The patient is removed 
from the bath when the oesophageal temperature reaches 
31° C. for children or 32° C. for adults, dried, and placed 
between. plastic blankets through which water circulates 
at 40°C. An “ after-drop ” of about 2° C. (adults) and 
1-5°C. (children) occurs in spite of rewarming, the 
required deep-tissue temperature of 29° to 30° C. being 
reached after 25 to 40 minutes. Ether is discontinued 
on removal from the bath and nitrous oxide on making 
the incision, and vigorous hyperventilation is main- 
tained with pure oxygen. After incision of the heart 
neostigmine, 0-03 mg. per stone (0-0047 mg. per kg.) 
body weight, is injected proximal to a clamp on the aorta; 
the heart rate then falls, the aortic clamp is removed, 
and the defect repaired under direct vision. Brain and 
myocardium safely tolerate circulatory arrest for 10 
minutes at 30°C.; in the present series the average 
duration of arrest was 5-5 minutes. After restoration 
of the circulation the blanket temperature is raised to 
43° C., and when the oesophageal temperature begins 
to rise 50°% nitrous oxide is added to the oxygen. At 
the end of the operation a water-tight dressing is applied 
and the patient is immersed in a water-bath at 40° C. 
until the body temperature reaches 35°C. Spontaneous 
respiration is then established, residual curarization 
being counteracted with atropine and neostigmine. The 
size of the pupils and the state of consciousness return 
as normal with the body temperature, which may undergo 

“ after-rise’’ for an hour or so. The patient is 
peal flat in an oxygen tent, methadone being used 
for analgesia. 

There were no deaths in the author’s series. Auricular 
fibrillation and flutter often occurred at temperatures 
below 30° C., but only one patient developed ventricular 
fibrillation, which was attributed to a sudden change in 
the pH of the blood resulting from replacement of a 
used soda-lime canister. One shock from the electric 
defibrillator restored normal rhythm. The author 
emphasizes that the period of hypothermia, being an 
unphysiological state, should be reduced to the minimum. 
Immediate rewarming on removal from the bath had 
little effect on the “after-drop”, but significantly 
shortened the hypothermic period, skilled surgery 
ensuring that no rise in temperature occurred before 
restoration of the circulation, and appeared to have no 
disadvantages. D. D. C. Howat 


Na 
4 
57, 
her 
vith | 
| a 
kg, | 
ng., 
4 
ned 
10 
0d 
on- | | 
all | 
ith 
ine 
pa- | 
vas 
| 
ite, 
rit. 
bi- 
ali- 
nts 
per 
as 
nat 
am | 
in- 
in 
the 
ne. | 
ial 
of | 
yl- 
M. 
: 
he 
ns 
nt 
: 
be 


‘DIAGNOSIS 


504. Effect of Antepartum Diagnostic Roentgenography 
on the White Blood Cell Count of the Newborn Infant 


I. H. KaAtser and J. F. Marvin. Radiology [Radiology] 
68, 249-250, Feb., 1957. 


In order to determine whether x-ray examination of 
the mother during late pregnancy has any detectable 
effect upon the newborn infant’s leucocyte count, a series 
of 125 newborn infants were examined at the University 
of Minnesota Hospitals. Subsequently the files of the 
mothers were studied and the frequency and nature of 
abdominal radiography noted. Results showed that 
the mean leucocyte count of infants born to 22 mothers 
who had been examined radiologically late in pregnancy 
was 19,391 per c.mm. as compared with a mean of 
19,732 per c.mm. for the non-irradiated controls; the 
difference is not statistically significant. The approxi- 
mate average dose received by the foetus at one point 
in cases in which four films had been taken was 1-47 r 
or, assuming an average foetal weight of 3 kg., a total 
bddy dose of about 4-4 kg. roentgens. 

A. M. Rackow 


505. Swallowing Defects after Poliomyelitis 

G. M. ARDRAN, F. H. Kemp, and C. WecGetius.. British 
Journal of Radiology (Brit. J. Radiol.) 30, 169-189, April, 
1957. 22 figs., 8 refs. 


Cineradiographic examinations have been performed 
upon 8 patients complaining of difficulties in swallowing 
following bulbar poliomyelitis. The films show defec- 
tive expression of the contents of the pharynx due to 
impairment of the normal wave of peristalsis, the diffi- 
culty being aggravated by obstruction, caused by failure 
of the muscles controlling the lower end of the lateral 
food channels and the mouth of the oesophagus to relax. 
In all cases the middle constrictors of the pharynx were 
considerably weakened. When swallowing the patients 
used all the means they retained of reducing the size of 
the pharyngeal cavity to the smallest possible dimensions. 

The bearing of these findings upon treatment and 
prognosis is discussed.—[Authors’ summary.] 


506. Contrast Examination of the Larynx and Pharynx 
W. E. Powers, H. H. McGee, and W. B. SEAMAN. 


Radiology [Radiology] 68, 169-178, Feb., 1957. 7 figs., 
25 refs. 


The authors, working at Washington University School 
of Medicine, St. Louis, have observed that the contrast 
media usually used for bronchography in anaesthetized 
patients leave a film upon the laryngeal and pharyngeal 
structures, and they have utilized this finding in the 
radiography of the larynx. They have found that 
dionosil ’’, particularly oily dionosil, serves very well 
for this purpose; “ lipiodol ” on the other hand has been 
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found less useful since coating of the vocal cords and 
other surfaces tends to be uneven. Their technique is 
described. Premedication with pentobarbitone sodium 
and atropine is followed by topical anaesthetization of 
the larynx with a spray of 5% “‘ cyclaine”’. After instil- 
lation of 5 to 10 ml. of dionosil over the back of the 
tongue, radiographs are taken in the antero-posterior and 
lateral positions (1) while the patient is phonating the 
letter “ e ”, (2) while carrying out the modified Valsalva 
manceuvre with the glottis open, and (3) during a true 
Valsalva manceuvre with the glottis closed. 

By this method the anatomy of the hypopharynx and 
larynx was studied in 25 normal subjects and illustrative 
radiographs are presented. The true and false cords, 
vestibule, and other laryngeal structures were clez 'y 
shown. Radiographs from patients with abnormal 
laryngeal conditions are also reproduced, these including 
cases of laryngeal palsy and tumour formation. 

A. M. Rackow 


507. Hyaline Membrane Disease: Preclinical Roentgen 
Diagnosis. A Planned Study 
S. B. FemperG and M. E. Gorpperc. Radiology 
[Radiology] 68, 185-192, Feb., 1957. 6 figs., 41 refs. 


Hyaline membrane disease in the newborn is com- 
monly associated with prematurity, delivery by Caesarean. 
section, or diabetes in the mother. In the study here 
reported from the Mount Sinai Hospital, Minneapolis, 
the authors have endeavoured to determine how early 
before the onset of symptoms in the affected infant 
radiographic evidence of the existence of such a mem- 
brane can be demonstrated. In a series of 89 infants 
belonging to one or other of the three categories above 
mentioned, chest radiographs were taken within the 
first hour of life and again at 2, 4, 8, and 24 hours 
after birth. 

Of 7 infants delivered by Caesarean section, one was 
found to have hyaline disease. Separate figures are not 
given for the other two groups, but in the whole series. 
there were 8 cases of histologically confirmed hyaline 
disease, while 2 other infants were apparently affected 
but survived. The authors found, as expected, that the 
films taken at one or 2 hours were of the most value in 
the diagnosis, such films showing abnormal appearances 
in 7 out of the 8 proved cases. The appearances 
(illustrated) were distinctive and consisted in a fine 
granular pattern in the lung fields which: was of sym- 
metrical distribution. Linear, hilar, and _perihilar 
broncho-vascular strands were accentuated. In 3 of 
the cases an interval of 6 to 9 hours elapsed before any 
abnormal clinical signs of respiratory disorder were 
detectable. The authors conclude that early detection 
by this means could be of great value in the development 
of successful treatment of hyaline membrane disease in 
the newborn. A. M. Rackow 
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508. Carotid Angiography. A Small-dose Technic 
C Neurology [Neurology] 7, 163-168, March, 
1°57. 5 figs., 16 refs. 


Although individual susceptibility to contrast media 
viries and although there is no clear evidence of a 
dosage threshold of toxicity, it is known that large 
amounts of such media given in rapid succession are 
nore harmful to the cerebral arteries than small doses 


- ¢.ven at intervals of 10 to 15 minutes. This paper from 


the University of North Carolina reports the results of 
a study of 63 consecutive carotid angiograms on 50 
p.tients using small doses of a 35% solution of diodone 
a. the contrast medium. 

In 56 instances a maximum total dose of 30 ml. given 


i) maximum single doses of 5 ml. of the solution was 


u.ed for a unilateral study, a time interval of not less 
than 10 minutes being allowed between the separate 
injections. Of the 56 angiograms performed by this 
s nall-dose technique, 50 were of “* diagnostic quality ”’. 
/ grand-mal seizure in a known epileptic patient was 
t'e only intracerebral complication. Of the 7 carotid 
a igiograms in the performance of which the small-dose 
t-chnique was not employed, all were of diagnostic 
qiality; the complications in this group included one 
t'mporary hemiplegia which developed during angio- 
evaphy, and one death which occurred 34 days after 
a giography in a comatose hypertensive patient who 
r-ceived a total dose of 45 ml. of 35% diodone which 
rroduced a large intracerebral haematoma in the right 
| emisphere and probably increased the resulting tentorial 
herniation. 

The author admits that the small-dose technique has 
1 ot been ideal, since more than two injections of contrast 
:i1edium were necessary in 35 of the 50 cases and more 
‘nan three injections in 17 cases, one-third of the addi- 
tional doses being given in order to obtain special views 
und the remainder for the most part because of improper 
technique. No attempt was made to demonstrate all 
phases of the angiogram, but with care, it is stated, any 
particular phase could be satisfactorily visualized. 

[In the abstracter’s opinion the author has not made 
out a convincing case for the use of small amounts of 
diodone. It would seem that his use of amounts of 
5 ml. of medium led to a repetition of injections and 
io the use of a larger total amount than would otherwise 
have been necessary in order to obtain angiograms of 
satisfactory quality.] J. MacD. Holmes 


509. Cholecystography and Cholangiography. Com- 
parative Study of Various Methods and their Relative 
Diagnostic Value in Hepatobiliary Diseases—I and II 

C. P. SreGLicH and H. J. PerLBerG. American Journal 


of Digestive Diseases [Amer. J. dig. Dis.] 2, 50-67 and . 


98-109, Feb. and March, 1957. 9 figs., 30 refs. 


A study was made at the Jersey City Medical Center, 
Jersey City, N.J., in an attempt to establish the relative 
diagnostic value of the different radiographic methods 
of examining the biliary system. Of the 52 patients 
studied, most of whom had clinical evidence of disorder 
of the bile duct, gall-bladder, or liver, 15 had undergone 
cholecystectomy. In 29 cases cholecystographic and 
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cholangiographic studies were performed both orally 
and intravenously. ‘‘ Telepaque ” (iopanoic acid), 3 g., 
was used for the oral examinations, and “ biligrafin ” 
(cholografin), 20 ml. of a 20°%% preparation, and in a few 
cases 40 ml., for the intravenous technique. 

Visualization of the gall-bladder was found to be 
approximately equal with both contrast media, whereas 


. the bile ducts were outlined 23 times with biligrafin and 


only 8 times with telepaque. In only one case were the 
hepatic duct and its branches demonstrated with tele- 
paque, whereas these were always seen with biligrafin. 
A well-contracting, or rather a fast-contracting, gali- 


- bladder appeared essential for good visualization of the 


common duct with telepaque. In 8 cases the gall-bladder 
was not visualized by either method; 3 of these had 
advanced cirrhosis of the liver, one had marked jaundice 
of an extrahepatic obstructive nature, and in one case 
(that of an obese woman) it was thought that insufficient 
dye may have been given or that dilated ducts had 
allowed rapid efflux of the dye into the duodenum. In 
the other 3 cases where the gall-bladder was not visualized 
the ducts were demonstrated with biligrafin but not with 
telepaque, this proving that the failure of visualization 
was not due to lack of liver function. Of the patients 
who had undergone cholecystectomy only one 
showed a moderately dilated biliary tree. As post- 
operatively a normal concentration of biligrafin with 
dilated ducts would appear to indicate some obstruction, 
it is suggested that this method cannot be regarded as a 
substitute for retrograde cholangiography, but may give 
some additional information. 

In the second part of the study 27 patients with liver 
disease were examined from the point of view of liver 
function. Intravenous studies only were made in 12 
cases, 6 of which had had a previous cholecystectomy. 
Of the 6 cholecystectomized cases, visualization in one 
was good, in one faint, and in 4 nil. Of the 6 intact cases, 
visualization was good in 2, faint in one, nil in 3. In 


patients studied by oral and intravenous techniques, — 


visualization was equally good with both. Visualization 
was unobtainable in most cases of advanced liver disease, 
but there was no correlation between visualization and 
clinical signs, such as hepatomegaly, oedema, and icterus. 
Good visualization of the biliary tree does not appear to 
exclude very definite impairment of liver function. It 
was found that the presence of jaundice was not a contra- 
indication to examination by either method, but that 
even slight or moderate jaundice when associated with 
severe liver disease prevented visualization. This, it is 
held, must be attributed to the liver damage. Visualiza- 
tion may or may not be obtained in the presence of 
obstructive jaundice according to its duration and 
intensity. John H. L. Conway-Hughes 


510. Aneurysmal Bone Cysts of Spine 

J. W. Beever, C. H. HELMAN, and J. A. CAMPBELL. 

Journal of the American Medical Association [J. Amer. 

med. Ass.] 163, 914-918, March 16, 1957. 4 figs., 8 refs. 
With this article from Indiana University School of 

Medicine the authors add 7 cases of spinal aneurysmal 

bone cyst to the literature of this benign bone lesion, 
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which was first defined precisely by Jaffe and Lichtenstein 
in 1950; the pathogenesis is obscure. The patients varied 
in age from 13 to 23 years and all presented with increasing 
pain of a few months’ duration. In 3 cases cord 
pressure symptoms had also developed. 

Radiologically, the spinal lesion may be seen, as in 
other parts of the skeleton, as an expanding area of 
destruction, around which a very thin shell of bone is 
usually evident, though the absence of this shell does 
not exclude the diagnosis. Within the translucent zone 
fine trabeculation may be visible, representing irregu- 
larities of the expanded cortex and not true bony septa. 
The findings in this series bear out Lichtenstein’s dictum 
that usually only one vertebra is affected, and never 
more than 2. Adjacent bony structures, particularly the 
ribs, are liable to suffer destruction from pressure 
erosion. Any part of the vertebra may be the site of 
the lesion, but the diagnosis becomes more difficult when 
the appendages are affected. 

In 6 of the authors’ cases the condition ‘had originally 
been diagnosed as osteoclastoma, the real cause being 
determined only on examination of biopsy material. 
The microscopic appearances are fairly characteristic, 
with irregular, intercommunicating, blood-filled spaces 
separated by long strands of osteoid tissue. Differentia- 
tion from osteoclastoma is aided by the fact that that 
condition rarely involves the spine, affects an older age 
group, and does not always respond to radiotherapy. 

Radiotherapy was given in all the authors’ cases, and 
in 5 this‘was combined with complete or partial resection 
of the lesion. Five of the patients were asymptomatic 
at follow-up examination one to 15 years after treatment. 
Both the other patients were greatly improved, and all 
showed radiological evidence of regression of the lesions 
with reactive sclerosis. Despite the development of 
post-irradiation sarcoma in 2 cases reported by other 
workers, the present authors consider radiotherapy to be 
indicated for the successful treatment of this benign 
condition. R. O. Murray 
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511. The Role of Radioactive Isotopes in Carcinoma of 
the Maxillary Antrum 

A. G. James. American Journal of Roentgenology, 
Radium Therapy and Nuclear Medicine [Amer. J. Roent- 
genol.| 77, 415-420, March, 1957. 10 figs., 4 refs. 


The current trend in the treatment of cancer of the 
maxillary antrum is towards radical resection, which is 
combined with some form of irradiation therapy if the 
lesion cannot be completely excised.. Radiation alone 
is contraindicated because the high doses necessary often 
produce serious complications. Surgery involves a com- 
plete and total removal of the maxilla, exposure being 
obtained by turning back a cheek flap. If the orbit is 
involved, it is necessary to exenterate the contents. If 
the ethmoids are involved they must be removed, while 
if the skin is involved it must be sacrificed. 

Radiation therapy is advisable whenever the growth 
has not been totally removed, or if there is any doubt as 
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to whether the excision has been sufficiently wide. The 
defect left by surgery gives easy access for intracavitary 
application, a sponge rubber or plaster mould being made 
as soon as healing has started and the pack has been 
removed. The mould can then be loaded with radio- 
active sources, which can be differentially placed if this 
is considered necessary. The mould is left in situ in the 
cavity for the number of hours required for delivery of 
the necessary dose. Radioactive isotopes have advan- 
tages over radium and radon for this purpose. Radio- 
active wire can be cut into seeds of equal length, with 
minimal variation in strength, which in some cases can 
be handled with magnets, thus reducing risk. They can 
also be loaded into flexible nylon tubing. Radioactive 
cobalt, gold, and iridium have been so used, long-lasting 
isotopes being easier to calibrate as the rate of decay is 
slower. When healing is sufficient a prosthesis can be 
made to fit the defect. I. G. Williams 


512. Combination Therapy of Retinoblastoma with Tri- 
ethylene Melamine and Radiotherapy 

G. A. HyMaN and A. B. Reese. Journal of the American 
Medical Association [J. Amer. med. Ass.] 162, 1368-1373, 


Dec. 8, 1956. 2 figs., 10 refs. 


A combination of the nitrogen mustard analogue 
triethylene melamine and ocular radiotherapy was tried 
by the authors at the Columbia—Presbyterian Medical 
Center, New York, in an attempt to improve the hitherto 
poor outcome of the treatment of retinoblastoma, and 
the results in 50 out of 55 such cases treated since 
1953 are here reported. ‘So far as could be ascertained 
the disease in all cases was localized. In the earlier 
cases triethylene melamine was given orally together 
with 2 g. of sodium bicarbonate in three doses, the first 
24 hours before irradiation began, the second co- 
inciding with the last dose of radiotherapy, and the third 
dose shortly afterwards; the optimal timing of the two 
agents is probably important. Latterly, owing to the 
irregular absorption and the emetic effect of triethylene 
melamine, intramuscular and intra-arterial injections 
into the internal carotid have been used, the dosage 


being 0-1 mg. per kg. body weight. Details as to the. 


exact methods of injection are given. 

Results suggested that the disease was arrested in 12 
out of 33 children treated by the oral route, the result 
being better if the tumour was small than if it was large. 
The x-ray dosage was reduced from 8,000 r in air formerly 
given when radiotherapy was the sole treatment to 
2,400 r in air for the combined treatment. All 8 patients 
treated intramuscularly appeared to benefit, but the blood 
changes were more severe. However, only one child 
died as a direct effect of bone-marrow depression. 
Prednisone and antibiotics were later given during therapy 
in an endeavour to counteract the temporary effects on 
the marrow. Platelet counts were considered a more 
useful guide to marrow damage when considered 
together with the leucocyte count. 

The results of combined therapy appear to be 
better than those achieved with either agent separately. 
Children seem to tolerate proportionately higher doses 
of triethylene melamine than do adults. The average 
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total dose in this series was 15 mg. when given orally 
or 6 to 10 mg. intramuscularly over a period of 6 to 
12 months; the latter is considered to be the route of 
choice. V. M. Dalley 


513. The Prognostic Value of End-of-treatment Biopsies 
in Treatment of Cancer of the Cervix 

R. E. Fricke and M. B. Dockerty. American Journal 
of Roentgenology, Radium Therapy and Nuclear Medicine 
[Amer. J. Roentgenol.] 77, 448-451, March, 1957. 
6 figs., 3 refs. 

't is well known that some cancers appear radio- 
resistant and others unusually sensitive. Early diagnosis 
of the radioresistant type would be of great assistance 
wen alternative treatment is still possible. With this 


‘in mind the authors, by studying biopsy specimens taken 


at the end of irradiation treatment of carcinoma of the 
ce*vix at the Mayo Clinic, have attempted to assess their 
prognostic value. They suggest that the presence of 
apparently viable cancer cells at the end of treatment 
would indicate a poor prognosis. 

Cases of carcinoma of the cervix were treated mainly 
b) intracavitary radium over a period of 4 weeks, a 
biopsy of the cervix being taken at the last radium inser- 
tion—that is, at the end of 4 weeks’ treatment. Between 
1951 and 1954 175 cases were thus studied. Of this 
number, 146 were negative for cancer cells and 29 
pesitive. Of the 146 negative cases, 35 (24%) sub- 
sejuently (in 1955) had residual or recurrent cancer; 
and of the 29 positive cases, 18 (629%) were residual or 
recurrent. Considering only the earlier cases treated in 
1951, 27% of those with a negative biopsy subsequently 
did badly, as against 80°% of those with a positive result. 
It is suggested that error may occur if a sufficiently deep 
and representative section is not obtained. 

The authors find that end-of-treatment biopsy does 
give some help towards assessing future prognosis in 
cancer of the cervix, but is by no means conclusive. 

M. P. Cole 


514. Radiotherapy of the Rheumatic Diseases. Results 
of X-ray Treatment of Ankylosing Spondylitis 

R. Morrison. Journal of the Faculty of Radiologists 
[/. Fac. Radiol. (Lond.)] 8, 187-192, Jan., 1957. 1 fig., 
14 refs. 


The results of the treatment of ankylosing spondylitis 
by x rays are discussed and the published results are 
reviewed. The objective findings after treatment are 
compared with the improvement in symptoms reported 
by the patients. A follow-up report is given on 122 
patients treated more than 3 years previously. In 25% 
of the patients, the disease had progressed since treat- 
ment, the advanced disease showing a greater tendency 
to progress than the early disease. At the time of the 
follow-up examination, active disease was present in 
25°% of patients. Eighty-one per cent of the patients 
were at work and 72% were able to continue with their 
normal work. The correlation between activity of the 
disease as assessed clinically and the E.S.R. was poor. 

The complications and sequelae of x-ray treatment are 
discussed. The possibility of an increased risk of 
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leukaemia is mentioned and its significance discussed 
in relation to the management of patients in the future. 
—[Author’s summary.] 


515. Osteogenic Sarcoma of the Skull following Irradia- 
tion 

E. M. SKOLNIK, E. J. FoRNATTO, J. HEYDEMANN. Annals 
of Otology, Rhinology and Laryngology {Ann. Otol. (St 
Louis)] 65, 915-936, Dec., 1956 [received March, 1957]. 
6 figs., 46 refs. 


From the University of Illinois College of Medicine, 
Chicago, 2 cases of post-irradiation osteogenic sarcoma 
are reported. The growths were rapid, but had no 
definite clinical or radiological characteristics. The first 
developed in the temporal bone of a young man of 20 
some 34 years after repeated irradiation for a post- 
auricular keloid. In the second case the tumour de- 
veloped in the frontal bone of an 11-year-old girl 10 
years after radium treatment for a retinoblastoma by 
insertion of radon seeds. The authors consider that the 
young age of the patients, the minimum dose of 3,000 r, 


and the prolonged period of irradiation, with a latent — 


period of 3 years, all contributed to the neoplastic change. 
William McKenzie 


516. Three Years’ Experience with the 15-MeV Siemens 
Betatron. (Dreijahrige Erfahrungen mit dem 15 MeV- 
Siemens-Betatron) 

J. BECKER and G. WeirzeL. Strahlentherapie (Strahlen- 
therapie] 101, 167-179, 1956. 15 figs. 


Experience with the 15-Me¥V betatron at the University 


of Heidelberg over the past 3 years has confirmed the 
observation of other workers that, compared with con- 
ventional x-ray therapy, larger doses are necessary to 
produce equivalent radiation reaction in man. The 
therapeutic range of the electron beam used (that is, 
the point at which the dosage fell to 50°%% of the maximum) 
was 6 cm., and only superficially situated tumours, such 
as lesions of the head and neck, lymph nodes in the 
supraclavicular, axillary, and inguinal areas, and 
cutaneous: cancer, were treated in this way. Daily 
doses of 300 to 500 r were given, usually up to a total 
dose of 5,000 to 6,000 r, though with smaller fields 
doses of 10,000 to 12,000 r were sometimes achieved 
without untoward sequelae. Erythema usually de- 
veloped after 2,500 r and progressed after 4,500 r to 
moist desquamation. 

Deep-seated tumours were treated with the betatron 
by means of supervoltage x rays. The usual advantages 
of ultra-hard radiation are claimed—superior depth-dose, 
lack of constitutional effects, mild skin reaction, and 
absence of differential absorption in bone. These advan- 
tages are further intensified by the use of moving-beam 
therapy. Daily doses of 200 r up to a total of 6,000 r 
were given without complications. Only well-defined, 
deep-seated tumours of small size were treated in this way. 

The authors have come to the conclusion, even at this 
early stage, that the clinical advantages of betatron 
therapy are such as to justify its early iriclusion in the 
armamentarium of all major treatment centres. _ 

Jan G. de Winter 
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517. A Symposium on Trigeminal Neuralgia, with Con- 
tributions by Locke, Sydenham, and other Eminent 
Seventeenth Century Physicians 

K. Dewuurst. Journal of the History of Medicine and 
Allied Sciences {[J. Hist. Med.| 12, 21-36, Jan., 1957. 
7 refs. 


John Locke’s medical degree was not granted until 
some time after he had achieved fame as a philosopher 
and was, in fact, already a fellow of the Royal Society. 
His social connexions with the Shaftesbury family 
secured him an appointment, first as Physician to the 
Household and later to the position of Secretary of 
Presentations to Lord Shaftesbury himself. 

It seems that in 1672 Locke had ceased to practise 
medicine, partly on grounds of ill-health and partly 
because it was not really necessary for him to work in 
order to live in comfort. In December, 1677, however, 
when in Paris, he was summoned to attend the Countess 
of Northumberland, wife of the British Ambassador to 
France, for Locke was apparently always ready to give 
the benefit of his medical training to those of his friends 
and noble associates who called upon him. The 
Countess was clearly suffering from a severe attack of 
trigeminal neuralgia, and Locke, in a letter to Dr. 
Mapletoft, his friend and associate (who was the Pro- 
fessor of Medicine at Gresham College), gave an excel- 
lent and detailed account of the symptoms (this letter 
is quoted in full). As a result of this epistolary stimulus 
Dr. Mapletoft consulted three notable physicians—John 
Micklethwaite, E. Dickinson, and Sir Charles Scarburgh 
—each of whom recorded his opinion, the general view 
being that the disorder was “ not of a sanguineous but 
nerval kind ’—a very reasonable deduction in the light 
of our later knowledge. The different remedies pre- 
scribed are of interest and reflect the empirical back- 
ground of all treatment in those days. More interesting 
was the fact that Mapletoft secretly sought the advice 
of Thomas Sydenham, who was later to become famous 
but at that time apparently enjoyed little or no respect 
in the eyes of his fellow doctors. (Sydenham’s reply, 
which is mostly advice on the administration of laudanum, 
is also reproduced.) 

It seems quite clear that Locke’s accurate and detailed 
account of the disorder is one of the earliest European 
descriptions of trigeminal neuralgia and, the author 
points out, if Locke had taken the trouble to publish 
his notes on the Countess of Northumberland’s case 
the disease might well have been recognized much earlier 
than it was, and even described as Locke’s disease. 

[Altogether this is a most entertaining essay and 
worth the attention of students of both medicine and 
the history of medicine.] L. A. Liversedge 


518. Sir Victor Horsley: His Life and Work 
A. MACNAa ty. British Medical Journal [Brit. med. J.] 
1, 910-916, April 20, 1957, 


160 


History of Medicine 


. 520. Statistics on Sickness as a Cause of Poverty. An 


519. James Hope and the History of Aortic Regurgita- 
tion 

R. E. Irvine. Guy’s Hospital Reports [Guy's Hosp, 
Rep.}| 106, 1-10, 1957. 18 refs. 


Until the discovery of the circulation of the blood the 
function of the heart valves was necessarily little under- 
stood, and the first clear description of their action came 
from Harvey. In the eighteenth century there were 
accounts of diseased aortic valves notably by Cowper, 
Vieussens, and Morgagni, but aortic regurgitation and 
aortic stenosis were not clearly distinguished. With the 
introduction of the stethoscope and the development of 
experimental physiology in the nineteenth century came 
clarification after an initial period of confusion. Thomas 
Hodgkin (1798-1866), a disciple of Laennec and an early 
exponent of the stethoscope, described the systolic and 
diastolic Murmurs of aortic regurgitation, but laid most 
emphasis on the systolic murmur, as did Corrigan, whose 
brilliant paper (1832) overshadowed Hodgkin’s earlier 
patient work. 

The placing of auscultation of the heart on a scientific 
basis and the establishment of the early diastolic murmur 
as the essential feature of aortic regurgitation rest on 
the work of the comparatively obscure James Hope 
(1801-1841). Compelled to study medicine against his 
inclinations, Hope graduated at Edinburgh in 1825. As 
a student he had read a noteworthy paper on heart 
disease, and this early interest in cardiology, in which 
Hope saw the great possibilities of the stethoscope in 
helping diagnosis when taken in conjunction with the 
other established methods of examination, led him to 
investigate the causes of the heart sounds. He questioned 
Laennec’s conception that the first sound was due to 
contraction of the ventricles and the second to the con- 
traction of the atria, and he proceeded by animal experi- 
ment to show that the second sound was due to closure 
of the semilunar valves. With Williams he later carried 
out a crucial experiment. Poisoning an ass with a 
curare-like substance, they exposed the heart of the 
animal and proceeded to pass a common dissecting hook 
first into the pulmonary artery and then into the aorta 
so as to prevent closure of the semilunar valves. They 
thus abolished the second sound and found that it was 
replaced by a diastolic murmur. With this valuable 
information, Hope (1839) was able to state clearly that 
the cardinal sign of a leaking aortic valve is an early 
diastolic murmur. Hope’s old friend, Thomas Watson 
(1792-1882), likened the pulse of aortic incompetence to 
the sensation produced by a water hammer. 

H. P. Tait 


Historical Review of U.S. and English Data 

A. Ciocco and D. Perrott. Journal of the History of 
Medicine and Allied Sciences {[J. Hist. Med.| 12, 42-60, 
Jan., 1957. 35 refs. 
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